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Abstract: An extensive body of evidence documents the importance of the gut microbiome both
in health and in a variety of human diseases. Cell and animal studies describing this relationship
abound, whilst clinical studies exploring the associations between changes in gut microbiota and
the corresponding metabolites with neurodegeneration in the human brain have only begun to
emerge more recently. Further, the findings of such studies are often difficult to translate into simple
clinical applications that result in measurable health outcomes. The purpose of this paper is to
appraise the literature on a select set of faecal biomarkers from a clinician’s perspective. This practical
review aims to examine key physiological processes that influence both gastrointestinal, as well
as brain health, and to discuss how tools such as the characterisation of commensal bacteria, the
identification of potential opportunistic, pathogenic and parasitic organisms and the quantification
of gut microbiome biomarkers and metabolites can help inform clinical decisions of nutrition and
lifestyle medicine practitioners.
Keywords: microbiome; neuroprotection; microbiota-gut-brain axis; precision nutrition; real-world
data; lifestyle medicine
1. Introducing the Microbiota-Gut-Brain Axis
A growing body of preclinical and clinical evidence supports the concept of bidirectional
microbiota-gut-brain interactions. The complexity of this intricate communication system is such,
and the amount of studies published every week is so large, that this paper only attempts to provide
precision-oriented practitioners seeing patients with gut health and cognitive impairment issues
with an overview of the subject, focusing only on salient aspects in current literature that have clear
implications for clinical practice.
The microbe population living in our gastrointestinal (GI) tract, collectively known as “gut
microbiota” (and traditionally referred to as “gut flora”), interacts with the human host through
immune, neuroendocrine and neural pathways. Bacteroidetes and Firmicutes are the two main
phyla in the GI tract [1] with quantity and diversity increasing from stomach to small intestine to
colon [2,3]. The human microbiota is able to cast local, as well as systemic effects on host biology,
both in health and disease. For example, gastrointestinal dysbiosis (an alteration in normal commensal
gut microbiota with an increase in pathogenic microbes, which deranges homeostasis) has been
consistently reported as a key contributory factor to the development of metabolic disease [4–6].
Consumption of ultra-processed foods has long been considered a factor contributing to dysbiosis.
The NOVA food classification [7] considers most hyperpalatable, highly-processed foods typically
seen in “Western diets”, including carbonated drinks, margarines and spreads, cookies, biscuits,
breakfast cereals, energy bars, energy drinks, prepared pies, pizzas, meat nuggets and pre-packaged
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or “ready meals” as ultra-processed foods, and associations between consumption of ultra-processed
foods and conditions such as cancer have been reported by researchers in recently published large-scale
population based studies such as the NutriNet-Santé prospective cohort study [8].
Clinicians who are only starting to realise how important the relationship between gut dysbiosis
and systemic disease is may find it beneficial to do some preliminary reading on this subject.
The reviews by Bibbo et al. [9], Milani et al. [10], Ojeda et al. [11] and Conlon and Bird [12] illustrate
this relationship beautifully.
More specifically, as examples of how dietary patterns have the ability to contribute to dysbiosis,
the reader may find that the following papers highlight the effects of a “Western diet” on the gut
microbiota and how changes mediated by a diet that is typically low in fibre from fresh foods, but high
in refined carbohydrates, and damaged dietary fats from ultra-processed foods are seen as instrumental
in the emergence of symptoms relating to metabolic disease, including cardiovascular [13,14],
obesity [15], as well as other related conditions like asthma [16–19] and oestrogen dysregulation [20,21],
to name but a few.
Dysbiosis and Leaky Gut
Poor dietary fibre is only one of many environmental influences associated with the increase
in chronic inflammatory disorders. Karkman et al. [22] argue that a lack of contact with natural
biodiversity along with excessive antibiotic use are also key modulators of microbial diversity.
Additionally, Ananthakrishnan et al. [23] and Salim et al. [24] agree that the progressive contamination
of the environment by countless toxic compounds contributes to gut dysbiosis and acts as a trigger for
deranged host immune responses and mucosal defences.
Microbiologists know that the gut microbiota is capable of regulating host fat deposition,
metabolism and immune function and that other environmental influences such as exercise [25–27] or
sleep [28,29] are important factors in determining changes in microbial composition that impact the
composition of the microbiota. For example, a recent study by Karl et al. [30] found that individuals
that engaged in intense physical activity experienced increased α-diversity and relative abundance in
more than 50% of bacterial genera identified by 16S rRNA (ribosomal ribonucleic acid) sequencing.
This is a particularly interesting case that illustrates the positive effects of exercise on both diversity
and abundance. However, the study also found that the intense physiological stress brought about
by a four-day cross-country ski-march increased intestinal permeability or “leaky gut”, as confirmed
by quantification of urinary excretion of orally-ingested sucralose and mannitol. The author questions
whether the effects of exercise on intestinal permeability are hormetic, i.e., whether there is indeed a
threshold past which the benefits of physical activity quickly turn into detriment. In any event,
the microbial ecosystem is very complex and so is the host-bacteria interaction. Future research will
hopefully enable researchers to answer this and other puzzling questions.
It is also known that microbial diversity is highly plastic early in life, as highlighted by a
recent study by Berding et al. [31], which found that both bacterial composition and short chain
fatty acid concentration in children aged 4–8 years is distinctly based on specific dietary patterns.
We also know that postnatal maturation of immune regulation is largely driven by infant exposure to
microbes, as confirmed by recent clinical evidence published by Xiao et al. [32]. In their study of 200
exclusively formula-fed healthy babies aged 4–6 months, the researchers found that infants who were
administered a supplement containing Bifidobacterium infantis R0033, Bifidobacterium bifidum R0071
and Lactobacillus helveticus R0052 for two weeks experienced a beneficial increase in secretory IgA
compared with those receiving an identical placebo. However, looking into the microbiota composition
of 300 healthy Danish babies, Bergström et al. [33] found that that the effects of breastfeeding on the
microbiota are no longer prevalent after 36 months. In fact, the study concluded that there was actually
no difference between bottle feeding or breast feeding past the 36-month point. Additionally, looking at
even-earlier-life modulation, evidence of in utero programming of the immune system is mounting.
For example, in a double-blind, randomised, placebo-controlled trial, Rutten et al. [34] documented
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the experience of pregnant mothers who took a supplement containing a probiotic mixture consisting
of B. bifidum W23, B. lactis W52 and Lc. lactis W58 for the last six weeks of pregnancy. The same
supplement was administered to their offspring during their first year of life, and faecal samples were
analysed over a six-year period. The probiotic strains used in the intervention were found in higher
abundance and prevalence in the probiotic group during supplementation, but the changes were not
found to be long-lasting.
Despite the plasticity of the gut microbiome during early life, exposure to factors that affect
microbial diversity during childhood have been posited to have consequences much later in life.
For example, in a study of 139 children of between seven and 15 years of age living in Mexico
City, Calderon-Garciduenas et al. [35] found that those with the highest levels of pollutants in
cerebrospinal fluid also had the highest levels of zonulin, a protein discussed in this paper as a useful
tool to assess endothelial tight junction integrity, a factor that the researchers saw as a contributor
to “the neuroinflammatory pathology hallmarks of Alzheimer’s and Parkinson’s, and present in
Mexico City children”.
Aside of poor dietary fibre intake, other factors known to contribute to increased intestinal
permeability include nutritional deficiencies, e.g., vitamin A [36], vitamin D [37], zinc [38], magnesium [39]
and, based on animal models, a high-fat/high-carbohydrate diet [40] and a high-fructose diet, both of
which have the potential to induce changes in gut microbiota leading to microbial dysbiosis, metabolic
endotoxemia and inflammation that could contribute to increased intestinal permeability, traditionally
referred to as “leaky gut”, seen alongside increased blood-brain barrier permeability mediating the
pathogenesis of neurodevelopmental disorders such as autism [41], neuroimmune dysregulation
disorders such as multiple sclerosis [42–44] and neurodegenerative conditions such as Alzheimer’s
disease (AD) [45,46]. A disrupted intestinal barrier is also seen in cognitive dysfunction, as well as
in anxiety and depression [47–49]. In fact, although the primary risk factor for AD is advancing age,
other factors such as hyperinsulinaemia/diabetes mellitus type 2 (DMT2), hyperlipidaemia, obesity,
vascular factors and depression play a role in its pathogenesis [50–52]. Indeed, the specific role of
gut microbiota in modulating neuroimmune functions well beyond the gastrointestinal tract may
influence the development of neurodegenerative processes. As an example, alpha-synuclein deposition
and the associated neurodegeneration that takes place in the enteric nervous system contribute to
gastrointestinal dysfunction [53], increased intestinal permeability [54], increased oxidative stress [55]
and local inflammation [56] that feature alongside constipation in Parkinson’s disease (PD) patients.
2. The Microbiota-Gut-Brain Axis: A Complex Communication System
Emerging data from both animal and human studies suggests that the function and health of
the central nervous system, and the brain as the principal organ in it, is modulated by the complex
interaction amongst a number of factors. Multiple routes of communication between the gut and brain
have been established, and these include the vagus nerve (VN), the immune system, short chain fatty
acids and tryptophan [57]. It is worth highlighting that the vagus nerve is considered by some authors
to be the principal interface of the microbiota-gut-brain axis [58,59]. This assumption is based on
animal studies by Agostini et al. [60] that described how the VN comprises up to 80% afferent and only
around 20% efferent fibres, respectively. These early neurogastroenterology anatomical explorations
make a lot of sense to current researchers. Indeed, according to Sundman et al. [61], the channels of
communication between the gut and the brain encompass and are influenced by the following factors:
(1) the composition/diversity of the gut microbiota;
(2) neurotransmitters, hormones, and immune- and neuro-peptides produced in the gut and
communication between these and gut microbes;
(3) the integrity of the intestinal wall serving as the physical barrier to the external environment.
The influence of the gut microbiota on the function of the central nervous system (CNS) is
manifested in both normal and disease conditions, and it is seen from early age, as documented in a
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recent study on 77 toddlers ranging from 18–27 months of age where researchers found differences in
gut microbiome composition, including alpha and beta diversity plus relative abundances of specific
bacterial species, in association with children’s temperament [62].
In disease states, the basic mechanism of action is mediated by inflammation triggered by loss of
the natural eubiotic or balanced state of the gastroinstestinal (GI) tract and its progression towards
loss of homeostasis, i.e., dysbiosis [63,64]. For example, the low-grade, often chronic inflammation
and/or immune activation that underlies the aetiology of irritable bowel syndrome (IBS) is seen
as an increased risk factor in mood disorders such as depression [65–67], anorexia nervosa [68],
obsessive compulsive disorder (OCD) [69] and autism [70]. Additionally, this type of abnormality in
the gut-brain axis affecting individuals with IBS and IBS-like symptoms is seen to be associated with
several chronic non-communicable disorders including, but not limited to, chronic fatigue syndrome
(CFS)/fibromyalgia [71,72], obesity [73,74], cardiovascular disease [75,76], DMT2 [77,78] and psoriatic
arthritis [79]. Further, in inflammatory bowel disease (IBD, e.g., Crohn’s disease and ulcerative colitis),
patients’ perception of their own health is also impaired, which has been shown to have a negative
impact on self-reporting of health-related quality of life [80]. For example, based on a cross-sectional
study of 147 IBD patients, Freitas et al. [81] reported that anxiety-triggered symptoms are the most
potent independent correlate of most aspects of health-related quality of life.
The microbiota-gut-brain axis involves a number of sophisticated channels of communication
amongst many interconnected systems, including the CNS, the autonomic nervous system (ANS),
the HPA axis, often referred by laypeople as “the stress system”, as well as the GI corticotropin-releasing
factor system, and the intestinal immune response system featuring the intestinal mucosal barrier and
the luminal microbiota [58,82,83]. Taking all of these components into account, it is easy to appreciate
how regulation of the CNS by the gut microbiota is achieved not only through neural, but also through
endocrinal, metabolic and immunological pathways.
Neural communication pathways lay within the enteric nervous system (ENS), a main division of
the ANS that governs GI function and vagal afferent nerves (VAN) that transmit sensory information
from the visceral organs to the CNS. Receptors expressed on VAN are able to sense regulatory
gut peptides such as leptin and ghrelin [84], as well as information contained in nutrients such
as carbohydrates or fat [85–87], relaying these signals to the CNS [88,89].
The microbiota-gut-brain axis also has the ability to alter intestinal permeability and motility
through the release of mucus rich in immune molecules such as secretory IgA (sIgA) and
neurotransmitters, e.g., serotonin, melatonin, gamma-aminobutyric acid, histamines and
acetylcholine [90,91]. Gut microbiota also synthesise nutrients that are essential for optimum human
health span. As an example of the metabolic activity of some human gut bacteria, some vitamin B12
(cobalamin) is produced by Lactobacillus reuteri [92] and Lactobacillus plantarum [93]. Vitamin B12
is important for the development of the nervous system during the early years [94], as well as for
healthy brain ageing later in life [95]. Additionally, reduced B12 levels have been seen in autism and
schizophrenia [96]. Some of these pathways are summarised in Figure 1 below.
Despite the mounting evidence of the contribution of enteric microbiota to the gut-brain axis in
animal models, the study of the complex signalling pathways involved is still in its infancy [97,98]. It
is therefore prudent for practitioners to read through the current scientific evidence and to always err
on the side of caution when translating the theory into clinical applications for human health.
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Figure 1. A simplified diagrammatic illustration of the bidirectional communication pathways between
the gut microbiota and the brain, featuring a range of molecules originating in the gut that are involved
in the upstream part of the communication system. Also featured is the “fight or flight” response,
driven by the activation of the sympathetic nervous system, and how exposure of to that response
plays an important role in the dysregulation of the intestinal ecosystem.
From Eubiosis to Dysbiosis and Back
Consumption of a diet high in a combination of fats and refined carbohydrates, and particularly
sugar, has the ability to effect long-lasting changes in the healthy microbiota composition, leading to
an imbalanced microbial population [99,100]. Overgrowth of pathogenic bacteria results in an increase
in lipopolysaccharide (LPS) levels, which triggers the production of pro-inflammatory cytokines in the
gut [101,102]. For example, in irritable bowel syndrome (IBS), alterations in microbial diversity [103]
are seen in addition to gut-related inflammation as pivotal mediators of endotoxemia, systemic
inflammation and neuroinflammation, all of which are documented as contributing factors to cognitive
impairment [104–109]. Many of the foods that abound in Western diets are rich in substances such as
gliadins (a component in gluten), which have endotoxin-like effects [110] that can elicit aberrant
immune responses [111,112]. Other proteins such as casein and zein have also been observed to have
similar effects in animal models [113].
Nutrition and lifestyle medicine practitioners are only too aware of how psychosocial stress can
affect gut function [60,114,115]. This stress normally manifests itself as changes in bowel motion
regularity and/or stool consistency [116,117], most likely triggered by secondary changes in intestinal
microbiota composition [118,119]. In animal studies, long-term stress has been seen to trigger low-grade
inflammation that disturbs gut microbiota, mediating epithelial abnormalities and altering bacterial-host
interactions [120]. Furthermore, from research in mice, we know that the presence or absence of exposure
to certain microorganisms contributes to individual differences in stress vulnerability [121].
Key questions that emerge out of reviewing the current literature on this subject include whether
dysbiosis can be reversed, and whether this reversal might have a measurable neuroprotective effect,
e.g., improved cognitive performance. Practitioners with a whole-person clinical approach who have
been using nutrition and lifestyle “prescriptions” to help restore a more eubiotic intestinal environment
in their patients’ guts will be glad to know that such prescriptions are starting to be backed up by clinical
evidence. For example, a recent small-scale human study tested the effect of a probiotic (B. longum
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1714 strain) on stress response in 22 healthy males and found that the intervention group benefited
from improved memory and reduced stress compared to controls [122]. In another human study,
this time an all-female, double-blind randomised controlled trial (n = 60), participants who received a
three-week course of a multi-strain probiotic described by the researchers as a “psychobiotic” reported
improved psychological wellbeing, as well as significant differences body composition, compared to
controls [123]. These findings are encouraging and provide practitioners with evidence that they may
use to support their clinical decisions.
3. Assessing Function by Means of Laboratory Testing and “n = 1 Trials”
We share one third of our gut microbiota with people around us, while two thirds are specific
to each one of us. This means that the peculiarities in our gut microbiota can provide both scientists
and clinicians with information about our health and susceptibility to the development of various
diseases. Research on the gut microbiome has boomed in the last 5 years, with 4364 papers published
on PubMed in 2017 alone, compared with just 865 in 2012 (PubMed search string: gut microbiome
or gut microbiota). This explosion of interest in gut microbes has been partly brought about by the
increased availability of laboratory tests that enable scientists to analyse microbial genes using a small
stool sample to map out thousands of different gut microbes [124]. Thanks to this latest generation
sequencing based on 16S technology, we know that in a human stool sample we are likely to find tens
of trillions of microorganisms, including at least 1000 different species of known bacteria with more
than three million genes. Apart from this number being substantially higher to that of our own human
genes, an estimated 150–400-fold more genes than the human genome [125,126], the advantage of stool
testing over genetic profiling is that a single stool test can provide far more directly actionable findings
about a person’s health than a genome screen, particularly if test results provide data on metabolites
such as short chain fatty acids in addition to microbial identification and quantification.
Microbial sequencing and basic metabolomics are easy to translate into powerful clinical
applications by practitioners who can act upon any deranged markers identified using a prescription
that is almost entirely food-based. In some cases appropriately selected nutraceuticals for which there
is good quality evidence of effectiveness can add an edge to the effectiveness of the treatment plan.
Simple lifestyle changes such as increased physical activity, improved stress management, or better
sleep modulate the activity of the hypothalamic-pituitary-adrenal (HPA) axis and are also known to
have an impact on the health of the human microbiome [127].
4. Helpful Biomarkers in Stool Tests
From a clinician’s perspective, a selection of helpful biomarkers for practitioners to assess
gut-brain function is included below. Please be mindful of the fact that this is not an exhaustive
list and that the author’s focus is on the translatability of these markers into nutrition and lifestyle
medicine prescriptions.
4.1. Microbial Diversity
It appears that individuals suffering from ill-health tend to show narrowing in microbial diversity
and that this renders them more susceptible to infection and consequently negatively affects their
innate immune function. As an example, a recent prospective observational cohort study analysed
the faecal microbiota of 34 patients admitted to an intensive care unit. A significant decrease in
bacterial diversity was observed in 50% of the patients, with 13 of the 34 patients having one single
bacterial genus making up more than 50% of their total gut microbiota composition. In four out of
the 34 patients, a single genus made up 75% of their gut microbiota [128]. Similar evidence is also
available for critically ill children [129].
Ageing also seems to affect microbial diversity. Maffei et al. [130] documented in 2017 that
biological age, but not chronological age, correlates with a decrease in stool microbial diversity.
Similarly, based on data emerging from studies on the effects of faecal microbiota transplantation (FMT),
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we are now beginning to discover that pathological ageing is associated with a narrowing in microbial
diversity, whilst healthy ageing correlates with a more diverse microbiota [131]. In fact, from the
data analysis of 728 female twins in the Twins UK database, we also know that there is a strong
negative association between frailty and gut microbiota diversity, underpinned by specific taxonomic
associations [132]. And in PD, emerging human evidence points to deranged oral and nasal microbial
ecosystems [133] and not just to differences in gastrointestinal microbial diversity [134] as factors
contributing to the pathogenesis of the condition.
Intestinal microbial dysbiosis with low microbial diversity is also seen in a variety of psychiatric
conditions, including eating disorders. As an example, recent human evidence points to gut dysbiosis
and aberrant diversity as underlying factors in anorexia nervosa (AN) [135–137].
4.1.1. Getting “a Mediterranean Gut”?
As discussed previously in this paper, diets that are rich in ultra-processed foods and poor in
micronutrients, like the typical Western or Standard British and American Diets, are associated with
higher incidence of conditions such as obesity, cancer and decline in cognitive function. On the
other hand, based on a randomised clinical trial parallel to the original PREDIMED study, published
in 2013, we know that a Mediterranean-style diet supplemented with olive oil or nuts is associated
with improved cognitive function and that these improvements are significant compared with those
experienced by participants in the control group who were fed a low-fat diet instead [138]. Additionally,
random subsample analysis of the PREDIMED study confirmed that participants allocated to an
extra-virgin olive oil-rich diet experienced less cognitive impairment than controls [139]. Bioactive
substances such as polyphenols, plant compounds abundant in the Mediterranean dietary pattern,
have been associated with improved microbial diversity that correlates with improved mood [140],
cognition and cardiovascular measures [141], as well as enhanced blood flow to the brain [142,143],
among other benefits.
Based on emerging evidence, the author argues that these food-derived bioactive compounds
may contribute to improved health outcomes by means of their interaction with the gut microbiota,
as illustrated in Figure 2 below. In support of such argument, data accumulated over the last decade
points to high fruit and vegetable intakes as factors contributing to improved cognitive function,
as well as to a reduced risk of developing neurodegenerative processes such as dementia [144].
Mediterranean-style dietary patterns are also naturally rich in fibre. Both polyphenols and fibre act as
prebiotic molecules that will be processed by microbial metabolism [145]. Indeed, the International
Scientific Association for Probiotics and Prebiotics (ISAPP) defines a prebiotic as “a substrate that is
selectively utilised by host microorganisms conferring a health benefit” and updated that definition in
2017 to acknowledge that “established prebiotics are carbohydrate-based, but other substances such as
polyphenols and polyunsaturated fatty acids converted to respective conjugated fatty acids might also
fit this definition assuming convincing weight of evidence in the target host” [146].
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Figure 2. Dietary patterns that are rich in fresh produce, including a variety of brightly-coloured
vegetables and fruits, olive oil, nuts and seeds, e.g., a Mediterranean-style diet, are seen to promote
eubiosis, contributing to higher levels of all three short chain fatty acids and to a wider microbial
diversity, with lower relative abundance in Firmicutes. Other characteristics of a eubiotic gut
ecosystem include lower levels of beta-glucuronidase, documented to help with normal elimination of
toxicants, and lower zonulin levels, seen as an indication of reduced susceptibility of damage to the
intestinal barrier, i.e., less “leaky gut”. In this scenario, less glial activation is observed, resulting in
decreased oxidative stress and increased neuroplasticity. On the other hand, dietary patterns rich in
ultra-processed foods, and particularly those rich in refined carbohydrates combined with high fat
levels are seen to promote gut dysbiosis. Lower microbial diversity, as well as lower levels of short
chain fatty acid levels are seen in patients whose diets consist of mostly of ultra-processed foods, with
higher relative abundance of Firmicutes. Other markers are also affected. Beta-glucuronidase may be
higher, which could pose issues with toxicant elimination via reduced activity of phase II detoxification
pathways. There is also a higher susceptibility for barrier tissue damage. Higher zonulin levels in
stool would give practitioners an indication that this is the case. A disrupted intestinal barrier tends
to be correlated with increased free radical damage to brain tissue, thereby increasing the chances of
neurodegeneration, as well as anxiety, depression and other psychiatric disorders.
4.1.2. Prebiotics, More Than Just Fibre
A simpler way to describe prebiotics may be as the non-digestible food ingredients in dietary
fibre that nourish and selectively stimulate the growth and/or inhibition of specific colonic bacteria.
For example, culinary spices including black pepper, cayenne pepper, cinnamon, ginger, oregano,
rosemary and turmeric, to name but a few, have been shown to have prebiotic effects inducing positive
changes in human gut microbiota [147]. Another example is provided by proanthocyanidins (PAs),
one of the most abundant types of flavonoids in the human diet, which are present in grapes (both in
seeds and skins), apples, cocoa, red wine, blueberries, cranberries, bilberries, black currants, hazelnuts,
pecans and pistachio nuts. PAs are processed by certain microbial genera, e.g., Clostridium and
Eubacterium [148]. Therefore, clinicians reviewing the results of 16S-type microbial rRNA assays
could expect to see higher numbers of these in individuals whose diets regularly feature these foods.
This was confirmed recently by the results from a recent open-platform citizen science microbiome
research project known as the “American Gut” project [149] that found emergent positive associations
among the microbiome, metabolome and the diversity of plant-based foods consumed by the over
10,000 participants. Researchers found that the wider the diversity in fruits and vegetables consumed,
the wider the microbial diversity. Additionally, comparing living data across cohorts, the project also
confirmed existing associations between the microbiome and psychiatric illness. Could vegetable fibre
have contributed to the higher microbial diversity? A review of the literature on that subject seems
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to point that way [150–152]. Therefore practitioners can expect to see an increase in their patients’
microbial diversity as a result of consuming a prebiotic-rich diet. It is worth pointing out that, with
the amount of evidence available, it is safe to consider the concept of “polyphenols as antioxidants”
as somewhat outdated. Instead, clinicians should consider these compounds as providers of health
benefits resulting from microbial metabolism. Therefore, nutrition practitioners should regard dietary
polyphenols as contributors to the maintenance of gastrointestinal health “by preserving microbial
balance through the stimulation of the growth of beneficial bacteria (i.e., Lactobacilli and Bifidobacteria)
and the inhibition of pathogenic bacteria, exerting prebiotic-like effects” [153]. Furthermore, there is
evidence that the metabolism of polyphenols by gut microbiota increases their bioavailability to the
host [154,155].
4.1.3. Working with Microbial Diversity in Clinical Practice
Nutrition practitioners can manipulate their patients’ microbial diversity and abundance with
simple dietary prescriptions. And given the strong indication in current literature that the more varied
the diet and its ingredients, the more diverse the gut microbiota is likely to be, it would appear to be
appropriate for practitioners to recommend eating a rainbow of brightly-coloured fresh foods that are
also good sources of fibre on a daily basis. Cruciferous (e.g., broccoli, cabbage, cauliflower) and dark
and green leafy vegetables (e.g., kale, chard) vegetables, as well as bulbs (e.g., garlic, onions, spring
onions/shallots, leeks) are amongst those that provide higher amounts of fibre along with nutrients
known for their neuroprotective activity, such as folate and sulforaphane [156,157].
Although studies confirming the activity of specific foods on neuroprotection are only starting
to emerge, given the safety of the proposed interventions, it would seem pertinent for these foods
to feature more prominently in dietary programs designed to improve cognitive function outcomes
by means of working on the microbiota-gut-brain axis. Funding for randomised controlled trials to
assess the impact of these simple food-based interventions on brain health via the gut is unlikely to
become available anytime soon; therefore, more real-world research needs to be documented to help
practitioners understand the changes to specific microbial genera that are triggered by these types of
safe dietary changes.
4.2. Faecal Calprotectin and the Brain
Whilst faecal calprotectin is an inflammatory marker used to assess the presence and severity of
inflammatory bowed diseases (IBDs) such as Crohn’s disease (CD) and ulcerative colitis (UC) [158],
emerging evidence suggests it could also be useful in the assessment of cognitive decline. A recent
study carried out on 22 Alzheimer’s patients by Leblhuber et al. [159] showed that almost three quarters
of AD patients presented with faecal calprotectin concentrations higher than normal (>50 mg/kg).
This is interpreted to be a sign of intestinal permeability/leaky gut, where faecal calprotectin has
translocated from the gut into systemic circulation as a result of a disturbed intestinal barrier
function. Calprotectin is a heterodimer formed by pro-inflammatory proteins S100A8 and S100A9 and,
incidentally, the latter has been established as a biomarker for the diagnosis and progression of AD
and dementia [160].
Faecal Calprotectin: Clinical Considerations
Faecal calprotectin tests are readily available to nutrition and lifestyle medicine practitioners.
Given the evidence available so far, it would be prudent to take a high reading (typically over 50 mcg/g)
into consideration for patients who may present with cognitive impairment, independently of any
IBD diagnosis.
Practitioners wishing to act directly on calprotectin levels by means of nutritional interventions
may wish to consider the results of a prospective, double-blind, crossover and with placebo study
carried out on 30 cystic fibrosis patients from two Spanish hospitals who were administered a chewable
tablet containing 108 CFU of Lactobacillus reuteri DSM 17938 for six months and who experienced
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statistically-significant reductions in calprotectin levels compared to controls [161]. Similar outcomes
were experienced by children with cystic fibrosis in another controlled trial where those randomly
allocated to the intervention group received 6 × 109 CFU of Lactobacillus rhamnosus GG (LGG) once
daily for one month. Their faecal calprotectin experienced a significant reduction compared to those in
the placebo arm of the study. Additionally, those in the intervention group also experienced the added
benefit of improved microbial diversity [162].
4.3. Zonulin and Intestinal Permeability
Zonulin is a physiological modulator of intercellular tight junction function and thus a regulator
of gut permeability [163,164]. Elevated zonulin levels have been found in coeliac disease [165,166],
but high zonulin levels are not always associated with gastrointestinal symptoms. In fact, based
on a recent study carried out on the offspring of the participants of the Malmö Diet and Cancer
cardiovascular cohort (n = 363), Ohlsson et al. identified stronger statistical correlation between high
zonulin levels and higher waist circumference, diastolic blood pressure, fasting glucose and increased
risk of metabolic diseases [76].
4.3.1. Zonulin and Gluten
Zonulin levels also seem to be raised in patients who seek the advice of nutrition practitioners as
they experience reactions to gluten-containing foods that range from mild to severe, but who have
tested negative for coeliac disease. Whether it is the gluten itself that it is the culprit in this kind of
situations, that is a different matter. Based on real-world evidence, the discomfort experienced by these
patients is most likely to be a combination of factors: gluten, polyols, stress and dysbiosis, as well as
loss of mucosal barrier integrity.
4.3.2. Zonulin and Potential Clinical Presentations: Non-Coeliac Gluten Sensitivity
A small number of individuals do suffer from a condition that has been termed “non-coeliac
gluten sensitivity” (NCGS), where dysbiosis can manifest itself as gastrointestinal inflammation,
diarrhoea and/or constipation, visceral hypersensitivity, abdominal pain, a dysfunctional metabolic
state characterised by enhanced energy harvest and deranged peripheral immune and neuro-immune
communication, a pathologic cascade that may promote oxidative stress, neuroinflammation and
cognitive dysfunction [167]. NCGS is a newly-identified pathological entity that describes the
symptoms experienced by non-coeliac subjects [168,169]. They experience coeliac-like symptoms
as a result of wheat intake, including IBS-like symptoms including abdominal pain, nausea, bloating,
flatulence, diarrhoea or constipation [170], with gluten as the confirmed causative factor. Although it
is tempting to assume that many of the patients who seek the advice of nutrition practitioners may be
suffering from NCGS, in a recent small-scale study by Bardella, Elli et al. [171], only 8% of 37 patients
were diagnosed with NCGS. The rest of the participants were affected by fermentable, oligo-, di-,
mono-saccharides and polyols (FODMAPS) in wheat, but not by gluten itself. This is an important
fact to take into account to avoid misdiagnosis [172], as there is compelling evidence that fructans and
galactans in wheat can trigger the same kind of symptoms as gluten does in NCGS [173]. Regardless of
the actual trigger for these NCGS symptoms, there is also a subset of patients who experience mostly
neurological disturbances as a result of consuming gluten and polyol-containing foods. The symptoms
documented as a result of consumption of gluten-containing foods include psychotic-type episodes that
can range from mild anxiety to depression or even hallucinations. Catassi [174] and Casella et al. [175]
mention how some of these symptoms may be contributed to by a temporary increase of blood
anti-gliadin deamidated antibodies (IgG), and Lionetti et al. [176] report the gradual improvement and
return to normality a few days after removing gluten from the patients’ diets.
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4.3.3. Zonulin and Parasitic Infections
There is evidence that common parasitic infections can be detrimental to the integrity of the
mucosal tissue of the gut, contributing to intestinal permeability. Infections with protozoan parasites
such as Blastocystis hominis and Giardia intestinalis have been reported to cause damage to the intestinal
wall [177]. Blastocystis hominis is mostly non-pathogenic, but can cause IBS-like symptoms [178,179].
Therefore, if stool zonulin levels were seen to be raised in a patient with cognitive impairment, it would
be reasonable for practitioners to consider protozoan infections as a potential contributing factor to
the impaired barrier function of the intestinal mucosa that zonulin is confirming. At this point,
it would be appropriate to treat that infection in order to minimise further damage. The probiotic
yeast Saccharomyces boulardii has been reported to have similar effectiveness to metronidazole for the
treatment of Blastocystis hominis infection in children [180], and there is plentiful unreported data from
practitioners who have used this natural agent in the treatment in adults presenting with B. hominis
with a high degree of success. This is another instance where practitioner-researchers could contribute
with real-world data on the effectiveness of this natural line of treatment. If a drug must be used,
B. hominis has been shown to exhibit good sensitivity to metronidazole [181].
4.3.4. Reducing Zonulin Levels
Aside from limiting exposure to the triggers discussed previously in this section, practitioners
wishing to reduce zonulin levels in order to improve intestinal barrier integrity may consider
supporting the process by adding nutraceuticals with known clinical efficacy and applicability to
human health. For example, in a randomised, double-blind, placebo-controlled trial conducted at the
Institute of Nutrient Research and Sport Nutrition in Graz, Austria, 52 endurance trained men and
women between 20 and 50 years of age and similar in body composition ratios received 1.85 g of zeolite
per day for 12 weeks or a placebo. Although the study did not find out exactly how zeolite worked,
the individuals who received the zeolite supplementation experienced decreased levels of stool zonulin
along with beneficial effects on intestinal wall integrity such as mild anti-inflammatory effects [182].
Similarly, another double-blind placebo-controlled study compared supplementation with 500 mg of
colostrum bovinum for 20 days with a placebo (whey) on 16 athletes with intestinal permeability and
found that those taking the colostrum experienced a small, but significant decrease in stool zonulin
levels compared with control [183]. A further double-centre and double-blind randomized clinical
trial carried out by Liu et al. [184] at the Gastrointestinal Institute of Sun Yat-sen University, carried
out on 150 patients with colorectal carcinoma undergoing colectomy, found that the 75 patients in the
intervention group (who were supplemented daily with 2 g a probiotic mix given orally for six days
preoperatively and 10 days post-operatively) experienced a reduced rate of postoperative septicaemia
alongside with reduced serum zonulin concentrations compared with controls. The probiotic mix
contained Lactobacillus plantarum (CGMCC No. 1258, cell count ≥1011 colony forming units per gram
(CFU)/g), Lactobacillus acidophilus-11 (cell count ≥ 7.0 × 1010 CFU/g) and Bifidobacterium longum-88
(cell count ≥ 5.0 × 1010 CFU/g) in an acid-resistant coating at a total daily dose of 2.6 × 1014 CFU.
4.4. Short Chain Fatty Acids
Acetate, butyrate and propionate are short chain fatty acids (SCFAs) that are produced by
certain classes of bacteria [185] amongst which are Bacteroides, Bifidobacterium, Clostridium, Eubacterium
Lactobacillus, Prevotella, Propionibacterium and Roseburia [186]. The Bacteroidetes phylum is known to be
the main producer of acetate and propionate, whilst Firmicutes generate most of the butyrate [187].
Aside from serving predominantly as an energy substrate for colonocytes and enterocytes [188],
butyrate also inhibits inflammatory responses through NF-kappaB (NF-κB) inhibition [189]. Propionate
is mostly absorbed by the liver and has also been reported to inhibit NF-κB, as well as to improve
insulin sensitivity [190], whilst acetate is mostly released into circulation so that it can reach peripheral
tissues, including the brain [191,192]. Both propionate and acetate have been found to increase
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satiety [193,194]. Acetate and butyrate are also structurally related to ketone bodies, acetoacetate
and D-β-hydroxybutyrate, respectively, both of which are showing promising effects in neurological
disorders [195,196]. Cunnane et al. [197] document how supplementation with ketone-inducing
medium chain triglycerides helps achieve a state of moderate ketosis that may stimulate mitochondrial
biogenesis whilst improving oxidative phosphorylation and ATP generation in the brain. This type
of approach is still experimental, so relying on gut microbes to provide us with good amounts of
SCFAs by means of fibre metabolism may be a safer alternative until further clinical data are available.
The advantage of relying on colonic microbiota for the production of these acidic metabolites is
that SCFAs are not secreted in isolation, but concomitantly with a myriad of other compounds that
“lubricate” the neural, neuroendocrine and neuroimmune communication channels between gut
microbes, the enteric nervous system and the central nervous system [198].
Aside from its relationship with ketone bodies, butyrate has received additional attention because
of its ability to act epigenetically as a deacetylase inhibitor [199]. The pioneering experimental work by
Braniste et al. [200] at the Karolinska Institute, where sodium butyrate was administered to mice in
order to decrease the permeability of the blood brain barrier (BBB) by increasing the expression of a
protein called occludin, a transmembrane protein of the tight junction. Further, Muraca et al. [201] and
Ahmadi Badi et al. [202] describe how nanoparticle-sized by-products of bacterial metabolism known
as outer membrane vesicles (OMVs) are able to travel through into the bloodstream in situations where
the integrity of the intestinal barrier is disrupted, eliciting a low-grade inflammatory response that can
also affect the permeability of the BBB. These emerging arguments have sparked discussions about
whether the BBB may also be sensitive to changes in the gut microbiota, and whether a potential
correlation between a leaky gut and a “leaky brain” exists. Albeit plausible, these hypotheses have
not yet been backed up by strong enough evidence from either human or animal studies, and further
research is needed to test them.
Clinical Insight on SCFAs
Well-controlled human intervention studies investigating the role of SCFA on cognitive health
are eagerly awaited. Until that time, practitioners who identify low levels of SFCAs in the stool test
results of a cognitively impaired patient are urged to look at their dietary diversity, and particularly at
the sources of fibre. Increasing the diversity of brightly-coloured plant foods, even in small amounts,
can have a dramatic effect on SCFA production. As an example, the author uses a “50-food challenge”
chart as a clinical tool to raise his patient’s awareness of the diversity (or lack thereof) in their diet over
a seven-day period and to make them choose fresh fruits, vegetables, herbs and spices that they would
not normally include in their shopping baskets. The aim of this exercise is to provide a wide range of
prebiotic substances that feed as many bacterial classes as possible, thereby promoting an increase in
SCFA levels in a natural way that is entirely food-based. The “50-food challenge” chart is featured in
Figure 3 below.
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Figure 3. The author’s “50-food challenge” chart is an example of a simple, but powerful data collection
tool used in clinical practice to engage with patients in a light-hearted way so that they report back
to their practitioner on their dietary diversity. The rationale is to motivate patients to vary the foods
they have every day, so that they’re increasing their micronutrient diversity, thereby feeding different
classes of gut microbes.
4.5. Beta-Glucuronidase
Glucuronidation is one of the phase II detoxification pathways whereby mammals inactivate
toxic compounds by linking them to a glucuronic acid sugar molecule for GI excretion [203]. Certain
types of bacteria, including Clostridia and Enterobacteriaceae [204], express an enzyme called beta
(β)-glucuronidase that removes the glucuronic acid as a carbon source, effectively reversing the actions
of said inactivation [205].
Clinical Notes on Beta-Glucuronidase
β-glucuronidase is also responsible for the deconjugation of oestrogens into their active forms.
Therefore, this enzyme has the ability to influence non-ovarian oestrogen levels via enterohepatic
circulation [206]. Oestrogen works throughout the entire brain of both males and females and is
involved in a variety of brain functions, including memory [207]. In patients presenting with dysbiosis
and low microbial diversity, practitioners should look out for low β-glucuronidase levels as these may
result in a reduction in circulating oestrogens that could contribute to loss of cognitive function [21].
Conversely, when patients present with high β-glucuronidase levels, practitioners advised to look out
for potential inactivation of toxin disposal via decreased glucuronidation. This increases exposure
to circulating endobiotic and xenobiotic compounds [208,209] and increases the chances of further
dysbiosis taking place as a knock-on effect, mediating further damage to the integrity of the intestinal
barrier [210,211].
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Glucaric acid modulates the activity of β-glucuronidase and is present naturally in fruits like
apples [212] and grapefruits [213], as well as in fermented foods like kombucha [214]. Glucaric acid
is also available in nutraceutical form as calcium D-glucarate, which has been used to help lower
raised β-glucuronidase levels [215]. The author’s preferred source of glucaric acid is kombucha.
The additional advantage lies within the fact that this fermented tea drink also provides a rich source
of hepatoprotective enzymes [216] along with a myriad of antibacterial and antifungal polyphenolic
molecules [217,218] that can provide great support for an individual suffering from dysbiosis and in
need of gut-restorative, functional foods.
5. Dietary Neuroprotection, from the Gut Up
With advancing knowledge on the communication system that connects the gut and the brain,
clinicians are now able to tackle neuroprotection upstream from the gut. In fact, working on
neuroprotection starting in the gut can be a very satisfying job for nutrition and lifestyle medicine
practitioners. As outlined above, nutrition interventions consist mainly in the use of prebiotics and
probiotics, both of which have been used traditionally to support gastrointestinal health.
5.1. Prebiotics, Probiotics and Psychobiotics
Manipulating gut bacteria through the use of prebiotics and probiotics need not be complicated.
Despite the lack of precise human clinical data, the author has found that simple tactics such as
increasing dietary diversity by using the “50 food challenge” chart or similar can be easily implemented
in patients’ busy lifestyles, bringing about a profound positive influence on both gut health and
emotional wellbeing that is starting to be confirmed by emerging evidence such as the results of the
“American Gut” project mentioned above [149] and its links with improved mental health, as well
as other small-scale human experiments that clinicians can use as reference points. For example,
Schmidt et al. [219] measured the cortisol levels of 45 participants as a means to assess their emotional
processing, whilst taking either a prebiotic fibre supplement or a placebo for three weeks. Participants
receiving the prebiotic supplements showed increased attentional vigilance to positive versus negative
stimuli similar to those seen following administration of pharmacological agents such as the selective
serotonin reuptake inhibitor citalopram or the benzodiazepine diazepam in healthy individuals.
This mode of action by live bacteria or probiotics that, when ingested, are able “to confer mental
health benefits through interactions with commensal gut bacteria” is what Dinan et al. [220] and
Sarkar et al. [221] define as “psychobiotics”.
These results are also interesting in that they describe how certain saccharides such as the
fibre inulin (present in Jerusalem artichokes, leeks and onions) and other fructo-oligosaccharides,
galactooligosaccharides and polydextrose, all of which have been widely used to improve
gastrointestinal outcomes, also appear to also influence distant sites, including improvements in neural
and cognitive processes, immune functioning and serum lipid profiles [222]. Sources of prebiotic fibre
often provide other interesting nutrients that are useful neuroprotective agents. For example, the
pseudo-grain buckwheat has been reported to possess interesting prebiotic activity. In vitro and animal
studies suggest that some of its bioactive compounds, such as D-chiro-inositol and the flavonoids rutin
and quercetin may be partially responsible for the observed neuroprotective effects [223]. Equally,
resistant starch from beans, lentils, green bananas and cooked and cooled potatoes and rice is known
to have a positive effect on the gut microbiota, increasing the concentration of short-chain fatty acids
such as butyrate, increasing insulin sensitivity and improving cardiovascular and kidney health [224].
5.2. Fermented Foods as Natural Sources of Probiotics
Fermented foods, based on both dairy and non-dairy substrates, are well-researched tools
that help practitioners modulate their patients’ gut microbiota [225], thereby influencing brain
health via the many pathways that connect the GI tract with the CNS. As an example, in a recent
randomised, double-blind, placebo-controlled trial involving seventy-five petrochemical workers
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conducted by nutrition researchers at the University of Tehran, the daily addition of 100g of probiotic
yoghurt containing two strains of Lactobacillus acidophilus LA5 and Bifidobacterium lactis BB12 with
a total of min 1 × 107 CFU to the participants’ diet resulted in similar improvements to mental
health as supplementation with a multispecies probiotic capsule containing seven probiotic bacteria
species, Lactobacillus casei 3 × 103, L. acidophilus 3 × 107, L. rhamnosus 7 × 109, L. bulgaricus 5 × 108,
Bifidobacterium breve 2 × 1010, B. longum 1 × 109,= and S. thermophilus 3 × 108 CFU/g, with 100 mg of
fructo-oligosaccharide and lactose as carrier substances. The control group was given a conventional
yoghurt containing the starter cultures of Streptococcus thermophilus and Lactobacillus bulgaricus and
experienced no statistically-significant improvement in mental health markers, which included changes
to experience of depression, anxiety and stress based on validated scales [226]. The comparable
effectiveness of the interventions reported in this study supports the use of live probiotic bacteria from
whole foods as opposed to the obligatory use of probiotic supplements. Additional advantages to
using a whole food approach including lower cost and improved patient compliance.
In another randomised controlled trial, researchers at the University of Connecticut [227] found
that pre-menopausal women who ate just 339 g of yoghurt for nine weeks experienced a reduction
in biomarkers of chronic inflammation and endotoxin exposure, including lipopolysaccharide (LPS),
LPS binding protein (LBP), IgM endotoxin-core antibody (IgM EndoCAb) and zonulin, compared to
those who consumed a non-dairy control food. The yoghurt used in the intervention group happened
to be low fat. However, based on the natural low fat content of yoghurt, the author questions whether
comparable results would have been achieved using full-fat yoghurt.
Yoghurt eaters may also enjoy kefir, a probiotic drink consisting of dairy milk fermented by kefir
grains. Kefir is a complex mixture of bacteria and yeasts or scoby (symbiotic culture of bacteria and
yeast) that live in a polysaccharide base. Kefir originates from the Caucasus and Tibet [228] and has
become widely available in many countries around the world as a “functional food”. Kefir features
a number of bacterial species, including Lactobacillus paracasei ssp. paracasei, Lactobacillus acidophilus,
Lactobacillus delbrueckii ssp. bulgaricus, Lactobacillus plantarum and Lactobacillus kefiranofaciens as the
predominant species [229]. Lactobacillus kefiri, Acetobacter aceti and Acetobacter rasens have also been
isolated in milk kefir [230,231], as well as in excess of 23 different yeast species, the predominant ones
being Saccharomyces cerevisiae, Saccharomyces unisporus, Candida kefyr and Kluyveromyces marxianus ssp.
marxianus [232,233].
Consuming this probiotic drink daily has been shown to increase secretory IgA in faeces, whilst
reducing the expression of pro-inflammatory cytokines in the gastrointestinal tract [234]. As discussed
previously, inflammation mediates dysbiosis and the subsequent bacterial translocation that contributes
to cognitive decline. On that basis, the benefits of downregulating inflammation in the gut are assumed
to bring about downregulation of systemic inflammation. This is perhaps why kefir has become
favoured by nutrition practitioners as a source of probiotic microbes in a food matrix that’s symbiotic
in nature. Many health properties that have been reported with regular consumption, including
immunomodulation, antimicrobial and anticarcinogenic activity, as well as the control of serum
glucose and cholesterol and the control of lactose intolerance [235–238].
Non-dairy varieties of kefir have become available in health food shops. Also, availability of kefir
grains means that dairy-sensitive patients can even ferment their own non-dairy milk alternatives
at home. However, there is a definite benefit in including dairy products in the diets of patients
seeking to enhance neuroprotection. In fact, a recent study published in the American Journal of
Clinical Nutrition found that individuals who consumed cheese daily had better circulating levels
of the endogenous antioxidant glutathione [239]. Glutathione is used by brain cells to fight free
radical formation, and cheese and other fermented dairy products such as yoghurt are good sources
of probiotic bacteria [240,241]. Therefore, unless patients express specific concerns about dairy, it is
advisable that they include it as part of their daily diets. For vegan patients or those who cannot tolerate
dairy at all, either because of extreme lactose intolerance or because of sensitivity to milk proteins, e.g.,
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casein, “milk alternatives” made of soy, coconut, oat or almond can be fermented successfully by kefir
grains, with soy being particularly suitable in terms of the consistency achieved [242,243].
“Water kefir” grains are naturally dairy-free and are known to ferment a number of non-dairy
substrates, including fruit and vegetables juices, and even plain sugared water. These grains
contain a variety of microbial species similar to those in milk kefir grains, including Lactobacillus
casei/paracasei, Lactobacillus harbinensis, Lactobacillus hilgardii, Bifidobacterium psychraerophilum/crudilactis,
Lactobacillus nagelii, Lactobacillus hilgardii, Leuconostoc mesenteroides, Saccharomyces cerevisiae and Dekkera
bruxellensis [244,245]. According to Gulitz et al. [246], up to 57 lactic acid bacteria belonging to those
species are able to produce exopolysaccharides from sucrose, which makes water kefir a wide spectrum
probiotic drink with potentially distinct sensory characteristics to engage individuals with specific
dietary preferences.
Other fermented foods that have become popular with practitioners and patients alike as they
provide live microbes in a food matrix include sauerkraut and kimchi. Apart from being touted
for a range of health benefits [247], some find these “functional foods” [248] much more appealing
than taking probiotic supplements. Whilst some of these foods have been used as part of traditional
diets, e.g., sauerkraut is a staple food throughout Eastern Europe, some are slightly more exotic.
One such example reported in the literature is fermented papaya, which has been used in humans as a
wholefood supplement that elicits significant reductions in urinary 8-OHdG, a guanine by-product
of DNA breakdown used as a biomarker of genomic instability [249,250]. Further research on the
spectrum of activity of these foods as sources of live microbes and particularly their action on the
microbiota-gut-brain axis is welcome.
5.3. Assessing Clinical Impact
One of the issues facing nutrition and lifestyle medicine practitioners engaging in neuroprotective
interventions mediated by their patient’s microbiome is how to assess the effectiveness of their
recommendations. Taking into consideration changes in the biomarkers previously discussed
in this paper and monitoring the patient’s change over time is absolutely necessary in
order to ascertain whether dietary and lifestyle recommendations have had the desired effect.
Practitioners recommending nutrition-based interventions to their patients are likely to be exposed
to real-world evidence on a daily basis, but unless their recommendations and their effects are
appropriately documented this valuable data will remain locked in their patients’ clinical records.
As more human evidence emerges and describes the relationship between the gastrointestinal system
and the brain, larger numbers of practitioners will be able support their patients’ goals, thereby
improving brain health outcomes by working upstream from the gut.
As an example, Figure 4 illustrates how a practitioner may use a validated tool such as the
Measure Yourself Medical Outcome Profile (MYMOP) questionnaire to monitor patient symptoms in
relation to their stool zonulin levels over time, using zonulin as a measure of intestinal permeability.
Additionally, using a patient-generated outcome tool such as the Measure Yourself Medical Outcome
Profile (MYMOP) questionnaire could help practitioners correlate biochemical changes with specific
issues affecting the patient, as well as with measures of general wellbeing. The MYMOP questionnaire
was created by a general practitioner Dr Charlotte Paterson in the mid-1990s [251] and was then
developed and validated by a research team at University of Bristol (U.K.) to be used in any clinical
settings where a patient presents with symptoms, which can be physical, emotional or social [252].
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Figure 4. An example of how the MYMOP (Measure Yourself Medical Outcome Profile) questionnaires
can be used in clinical practice as a means to assess the effectiveness of interventions. This validated
data collection tool is patient-centred and combines qualitative (symptom-based) and quantitative
(scoring) data. (A) Represents an example of initial MYMOP questionnaire. (B) Represents a MYMOP
follow-up questionnaire administered eight weeks after the initial one. (C,D) Represent an example of a
marker showing a change as a result to the intervention. (E) Represents an example of how data can be
organised and displayed using spreadsheet software, e.g., Excel (Microsoft) or Numbers (Apple Inc.),
with FU standing for “follow up” in the bar chart.
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Figure 4 illustrates an example where the initial MYMOP is administered and the patient reports
“gastrointestinal issues” alongside “poor memory”, stating that these symptoms are of such severity
that they really impinge on their ability to work effectively. The MYMOP uses a scale that goes from
0–6 and enables the patient to name the symptoms they wish to tackle at a consultation with their
clinician. Zero is the best that symptom can be, whilst six is the worst. Administered eight weeks apart
in this example, the MYMOP follow-up questionnaire identifies a slight improvement in symptoms
and wellbeing that enables the patient to go about his/her work life more easily. These improvements
happen to correlate with a slight decrease in stool zonulin, which may have been brought about
by the intervention. The follow up MYMOP also identifies increased flatulence as an additional
emerging symptom, which may also provide insight to the practitioner on any side effects of their
intervention, i.e., increased fibre from higher vegetable consumption may have triggered the flatulence.
The MYMOP tool is validated, takes a couple of minutes to administer, is sensitive to change [253]
and has been shown to help with patient engagement [254]. For that reason, it would be desirable
for more clinicians to collect patient-generated outcomes using this tool and to share them with other
practitioners so that this data is not simply locked away in their patients’ clinical records.
6. Discussion
Stool tests provide a holistic snapshot of gut health and microbial diversity, which is not diagnostic
in nature, as some of the results could vary from one day to the next. That is why, ideally, a patient
should be willing to do a “before and after” test, so that the practitioner has a benchmark for that person
against himself or herself prior to the intervention. Based on the author’s own experience as a clinician,
patient compliance seems to increase as a result of the process of testing one’s self, i.e., patients seem
to be motivated by being shown a test result. Could this be because of a change in expectations by
21st Century patients who seek the support of a practitioner with a whole-person approach? Perhaps
this type of patient looks for individualized advice that moves away from the concept of “the average
person having an average day” promoted by large-scale trials. These patients expect their clinician
to take personalisation to the next level making care participative by involving them in the process,
accounting for differences not only in their gut microbes and metabolites, but in their environment
and their lifestyle. This more demanding patient does not want their clinician to wait for years so that
science can make it from bench to bedside and are happy to engage in “one-person trials”, described
by Schork [255] as the basis for personalised medicine. The author is of the view that practitioners
should see every patient as a research subject, every single meal as an opportunity for treatment and
every food as a potential drug [256]. However, when working with a complex environment such as the
gut, absolute precision is not realistic, so both patients and clinicians need to understand that many
of these interventions, whilst safe in principle, involve a certain amount of trial and error that future
good quality research should help minimise.
Research into the modulation of the gut-brain axis via the gastrointestinal microbiota is still
an emerging, frontier science. A large proportion of the evidence available is based on either basic
science and animal models that may lack translatability into measurably effective human interventions.
Therefore, highly sophisticated, individualized prescriptions of specific prebiotic compounds and
probiotic strains that would constitute the ideal of personalization for nutrition and lifestyle medicine
practitioners still remains somewhat utopian. The reality is that simpler dietary interventions can be
extremely powerful as well. As an example, it has been highlighted how prescribing an increased
diversity of brightly-coloured fruit and vegetables that are rotated weekly in order to provide a
varied source of substrates for the microbiota to feed on and metabolise therapeutic metabolites can
have positive effects. Moderate levels of physical activity, as well as the use of stress management
techniques, e.g., breathing exercises, also pose minimum risk of harm to the patient compared with the
potential benefit. Practitioners are advised to use their clinical judgement and weigh the likely benefits
against any potential disadvantages, whilst always taking into consideration their patient’s values and
preferences, as well as the best available scientific research to support their clinical decisions. While we
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wait for good quality RCTs to be published, food-based interventions are likely to be extremely safe
for most (e.g., “eat a wider variety of vegetables instead of always eating the same 2 or 3 every day
of the week”), so practitioners could be a little adventurous in the clinical application of emerging
findings. Ongoing assessment of and patient outcomes derived by these interventions is needed in
order to minimise risk whilst potentially maximising health benefit.
Last, but not least, this paper identifies an urgent need for more nutrition and lifestyle medicine
practitioners to adopt the role of practice-based researchers who can help articulate real-world evidence
emerging from real cases they deal with in their own clinical practice. Indeed, the author urges the
growing number of practitioners using stool tests to assess their patients’ health to take the role of
researchers in their own practices and to document the findings of their “experiments” as real-world
evidence that otherwise remains locked away in their patient records and could inform the clinical
decisions of peers managing the same type of issues. This could be as simple as collecting self-reported
patient-generated outcomes as measures of effectiveness. Sharing the results of their n = 1 interventions
with other practitioners using similar assessment tools is likely to enable practice-based learning and
ongoing refinement of clinical applications of scientific findings. However, both clinicians and patients
need to be mindful of the complexity of the microbial ecosystem and the fact that host-microbe
interaction is equally complex. The tools discussed in this paper provide useful answers to clinical
questions, but cannot be seen as “one-fits-all” solutions in addressing patients’ health.
Acknowledgments: Miguel Toribio-Mateas is a nutrition practitioner and doctoral researcher in clinical
neuroscience and nutritional medicine at Middlesex University. Toribio-Mateas was awarded the “Santander
Work Based Learning Award” in 2016, receiving a Santander Universities scholarship to fund his Professional
Doctorate focusing on practice-based evidence and patient-generated outcomes in nutrition for brain health.
No additional funding was received for the writing or publication of this article.
Conflicts of Interest: The author declares no conflict of interest.
References
1. Belkaid, Y.; Naik, S. Compartmentalized and systemic control of tissue immunity by commensals.
Nat. Immunol. 2013, 14, 646–653. [CrossRef] [PubMed]
2. Sekirov, I.; Russell, S.L.; Antunes, L.C.; Finlay, B.B. Gut microbiota in health and disease. Physiol. Rev. 2010,
90, 859–904. [CrossRef] [PubMed]
3. Brown, E.M.; Sadarangani, M.; Finlay, B.B. The role of the immune system in governing host-microbe
interactions in the intestine. Nat. Immunol. 2013, 14, 660–667. [CrossRef] [PubMed]
4. Mitchell, C.M.; Davy, B.M.; Halliday, T.M.; Hulver, M.W.; Neilson, A.P.; Ponder, M.A.; Davy, K.P. The effect
of prebiotic supplementation with inulin on cardiometabolic health: Rationale, design, and methods of a
controlled feeding efficacy trial in adults at risk of type 2 diabetes. Contemp. Clin. Trials 2015, 45, 328–337.
[CrossRef] [PubMed]
5. Zhang, C.; Yin, A.; Li, H.; Wang, R.; Wu, G.; Shen, J.; Zhang, M.; Wang, L.; Hou, Y.; Ouyang, H.; et al. Dietary
modulation of gut microbiota contributes to alleviation of both genetic and simple obesity in children.
EBioMedicine 2015, 2, 968–984. [CrossRef] [PubMed]
6. Gomez-Arango, L.F.; Barrett, H.L.; McIntyre, H.D.; Callaway, L.K.; Morrison, M.; Dekker Nitert, M. Increased
systolic and diastolic blood pressure is associated with altered gut microbiota composition and butyrate
production in early pregnancy. Hypertension 2016, 68, 974–981. [CrossRef] [PubMed]
7. Monteiro, C.A.; Cannon, G.; Moubarac, J.C.; Levy, R.B.; Louzada, M.L.C.; Jaime, P.C. Ultra-processing.
An odd ‘appraisal’. Public Health Nutr. 2018, 21, 497–501. [CrossRef] [PubMed]
8. Fiolet, T.; Srour, B.; Sellem, L.; Kesse-Guyot, E.; Allès, B.; Méjean, C.; Deschasaux, M.; Fassier, P.;
Latino-Martel, P.; Beslay, M.; et al. Consumption of ultra-processed foods and cancer risk: Results from
nutrinet-santé prospective cohort. BMJ 2018, 360. [CrossRef] [PubMed]
9. Bibbo, S.; Ianiro, G.; Giorgio, V.; Scaldaferri, F.; Masucci, L.; Gasbarrini, A.; Cammarota, G. The role of diet
on gut microbiota composition. Eur. Rev. Med. Pharmacol. 2016, 20, 4742–4749.
10. Milani, C.; Ferrario, C.; Turroni, F.; Duranti, S.; Mangifesta, M.; van Sinderen, D.; Ventura, M. The human gut
microbiota and its interactive connections to diet. J. Hum. Nutr. Diet. 2016, 29, 539–546. [CrossRef] [PubMed]
Microorganisms 2018, 6, 35 20 of 32
11. Ojeda, P.; Bobe, A.; Dolan, K.; Leone, V.; Martinez, K. Nutritional modulation of gut microbiota—The impact
on metabolic disease pathophysiology. J. Nutr. Biochem. 2016, 28, 191–200. [CrossRef] [PubMed]
12. Conlon, M.A.; Bird, A.R. The impact of diet and lifestyle on gut microbiota and human health. Nutrients
2014, 7, 17–44. [CrossRef] [PubMed]
13. Battson, M.L.; Lee, D.M.; Jarrell, D.K.; Hou, S.; Ecton, K.E.; Weir, T.L.; Gentile, C.L. Suppression of gut
dysbiosis reverses western diet-induced vascularr dysfunction. Am. J. Physiol. Endocrinol. Metab. 2017.
[CrossRef] [PubMed]
14. Battson, M.L.; Lee, D.M.; Weir, T.L.; Gentile, C.L. The gut microbiota as a novel regulator of cardiovascular
function and disease. J. Nutr. Biochem. 2017, 56, 1–15. [CrossRef] [PubMed]
15. Kumari, M.; Kozyrskyj, A.L. Gut microbial metabolism defines host metabolism: An emerging perspective
in obesity and allergic inflammation. Obes. Rev. 2017, 18, 18–31. [CrossRef] [PubMed]
16. Manzel, A.; Muller, D.N.; Hafler, D.A.; Erdman, S.E.; Linker, R.A.; Kleinewietfeld, M. Role of “western diet”
in inflammatory autoimmune diseases. Curr. Allergy Asthma Rep. 2014, 14, 404. [CrossRef] [PubMed]
17. Huang, Y.J. Asthma microbiome studies and the potential for new therapeutic strategies. Curr. Allergy
Asthma Rep. 2013, 13, 453–461. [CrossRef] [PubMed]
18. Huang, Y.J.; Boushey, H.A. The microbiome in asthma. J. Allergy Clin. Immunol. 2015, 135, 25–30. [CrossRef]
[PubMed]
19. Fujimura, K.E.; Lynch, S.V. Microbiota in allergy and asthma and the emerging relationship with the gut
microbiome. Cell Host Microbe 2015, 17, 592–602. [CrossRef] [PubMed]
20. Chen, K.L.; Madak-Erdogan, Z. Estrogen and microbiota crosstalk: Should we pay attention? Trends
Endocrinol. Metab. 2016, 27, 752–755. [CrossRef] [PubMed]
21. Baker, J.M.; Al-Nakkash, L.; Herbst-Kralovetz, M.M. Estrogen-gut microbiome axis: Physiological and
clinical implications. Maturitas 2017, 103, 45–53. [CrossRef] [PubMed]
22. Karkman, A.; Lehtimaki, J.; Ruokolainen, L. The ecology of human microbiota: Dynamics and diversity in
health and disease. Ann. N. Y. Acad. Sci. 2017, 1399, 78–92. [CrossRef] [PubMed]
23. Ananthakrishnan, A.N.; Bernstein, C.N.; Iliopoulos, D.; Macpherson, A.; Neurath, M.F.; Ali, R.A.R.;
Vavricka, S.R.; Fiocchi, C. Environmental triggers in ibd: A review of progress and evidence. Nat. Rev.
Gastroenterol. Hepatol. 2018, 15, 39–49. [CrossRef] [PubMed]
24. Salim, S.Y.; Kaplan, G.G.; Madsen, K.L. Air pollution effects on the gut microbiota: A link between exposure
and inflammatory disease. Gut Microbes 2014, 5, 215–219. [CrossRef] [PubMed]
25. Nehra, V.; Allen, J.M.; Mailing, L.J.; Kashyap, P.C.; Woods, J.A. Gut microbiota: Modulation of host
physiology in obesity. Physiology 2016, 31, 327–335. [CrossRef] [PubMed]
26. Monda, V.; Villano, I.; Messina, A.; Valenzano, A.; Esposito, T.; Moscatelli, F.; Viggiano, A.; Cibelli, G.;
Chieffi, S.; Monda, M.; et al. Exercise modifies the gut microbiota with positive health effects. Oxid. Med.
Cell. Longev. 2017, 2017, 3831972. [CrossRef] [PubMed]
27. Chen, J.; Guo, Y.; Gui, Y.; Xu, D. Physical exercise, gut, gut microbiota, and atherosclerotic cardiovascular
diseases. Lipids Health Dis. 2018, 17, 17. [CrossRef] [PubMed]
28. Krueger, J.M.; Opp, M.R. Sleep and microbes. Int. Rev. Neurobiol. 2016, 131, 207–225. [CrossRef] [PubMed]
29. Hoogendoorn, C.J.; Roy, J.F.; Gonzalez, J.S. Shared dysregulation of homeostatic brain-body pathways in
depression and type 2 diabetes. Curr. Diab. Rep. 2017, 17, 90. [CrossRef] [PubMed]
30. Karl, J.P.; Margolis, L.M.; Madslien, E.H.; Murphy, N.E.; Castellani, J.W.; Gundersen, Y.; Hoke, A.V.;
Levangie, M.W.; Kumar, R.; Chakraborty, N.; et al. Changes in intestinal microbiota composition and
metabolism coincide with increased intestinal permeability in young adults under prolonged physiological
stress. Am. J. Physiol. Gastrointest. Liver Physiol. 2017, 312, G559–G571. [CrossRef] [PubMed]
31. Berding, K.; Holscher, H.D.; Arthur, A.E.; Donovan, S.M. Fecal microbiome composition and stability in 4- to
8-year old children is associated with dietary patterns and nutrient intake. J. Nutr. Biochem. 2018, 56, 165–174.
[CrossRef] [PubMed]
32. Xiao, L.; Ding, G.; Ding, Y.; Deng, C.; Ze, X.; Chen, L.; Zhang, Y.; Song, L.; Yan, H.; Liu, F.; et al. Effect of
probiotics on digestibility and immunity in infants: A study protocol for a randomized controlled trial.
Medicine 2017, 96, e5953. [CrossRef] [PubMed]
33. Bergström, A.; Skov, T.H.; Bahl, M.I.; Roager, H.M.; Christensen, L.B.; Ejlerskov, K.T.; Mølgaard, C.;
Michaelsen, K.F.; Licht, T.R. Establishment of intestinal microbiota during early life: A longitudinal,
Microorganisms 2018, 6, 35 21 of 32
explorative study of a large cohort of danish infants. Appl. Environ. Microbiol. 2014, 80, 2889–2900. [CrossRef]
[PubMed]
34. Rutten, N.B.; Gorissen, D.M.; Eck, A.; Niers, L.E.; Vlieger, A.M.; Besseling-van der Vaart, I.; Budding, A.E.;
Savelkoul, P.H.; van der Ent, C.K.; Rijkers, G.T. Long term development of gut microbiota composition in
atopic children: Impact of probiotics. PLoS ONE 2015, 10, e0137681. [CrossRef] [PubMed]
35. Calderon-Garciduenas, L.; Vojdani, A.; Blaurock-Busch, E.; Busch, Y.; Friedle, A.; Franco-Lira, M.;
Sarathi-Mukherjee, P.; Martinez-Aguirre, X.; Park, S.B.; Torres-Jardon, R.; et al. Air pollution and children:
Neural and tight junction antibodies and combustion metals, the role of barrier breakdown and brain
immunity in neurodegeneration. J. Alzheimers Dis. 2015, 43, 1039–1058. [CrossRef] [PubMed]
36. Zulet, M.A.; Puchau, B.; Hermsdorff, H.H.; Navarro, C.; Martinez, J.A. Vitamin a intake is inversely related
with adiposity in healthy young adults. J. Nutr. Sci. Vitaminol. 2008, 54, 347–352. [CrossRef] [PubMed]
37. Botella-Carretero, J.I.; Alvarez-Blasco, F.; Villafruela, J.J.; Balsa, J.A.; Vázquez, C.; Escobar-Morreale, H.F.
Vitamin d deficiency is associated with the metabolic syndrome in morbid obesity. Clin. Nutr. 2007, 26,
573–580. [CrossRef] [PubMed]
38. Ozata, M.; Mergen, M.; Oktenli, C.; Aydin, A.; Yavuz Sanisoglu, S.; Bolu, E.; Yilmaz, M.I.; Sayal, A.; Isimer, A.;
Ozdemir, I.C. Increased oxidative stress and hypozincemia in male obesity. Clin. Biochem. 2002, 35, 627–631.
[CrossRef]
39. Huerta, M.G.; Roemmich, J.N.; Kington, M.L.; Bovbjerg, V.E.; Weltman, A.L.; Holmes, V.F.; Patrie, J.T.;
Rogol, A.D.; Nadler, J.L. Magnesium deficiency is associated with insulin resistance in obese children.
Diabetes Care 2005, 28, 1175–1181. [CrossRef] [PubMed]
40. Cani, P.D.; Bibiloni, R.; Knauf, C.; Waget, A.; Neyrinck, A.M.; Delzenne, N.M.; Burcelin, R. Changes in
gut microbiota control metabolic endotoxemia-induced inflammation in high-fat diet–induced obesity and
diabetes in mice. Diabetes 2008, 57, 1470–1481. [CrossRef] [PubMed]
41. Bergheim, I.; Weber, S.; Vos, M.; Krämer, S.; Volynets, V.; Kaserouni, S.; McClain, C.J.; Bischoff, S.C. Antibiotics
protect against fructose-induced hepatic lipid accumulation in mice: Role of endotoxin. J. Hepatol. 2008, 48,
983–992. [CrossRef] [PubMed]
42. Montassier, E.; Berthelot, L.; Soulillou, J.P. Are the decrease in circulating anti-alpha1,3-gal igg and the
lower content of galactosyl transferase a1 in the microbiota of patients with multiple sclerosis a novel
environmental risk factor for the disease? Mol. Immunol. 2018, 93, 162–165. [CrossRef] [PubMed]
43. Le Berre, L.; Rousse, J.; Gourraud, P.A.; Imbert-Marcille, B.M.; Salama, A.; Evanno, G.; Semana, G.; Nicot, A.;
Dugast, E.; Guerif, P.; et al. Decrease of blood anti-alpha1,3 galactose abs levels in multiple sclerosis (ms)
and clinically isolated syndrome (cis) patients. Clin. Immunol. 2017, 180, 128–135. [CrossRef] [PubMed]
44. Miyake, S.; Kim, S.; Suda, W.; Oshima, K.; Nakamura, M.; Matsuoka, T.; Chihara, N.; Tomita, A.; Sato, W.;
Kim, S.W.; et al. Dysbiosis in the gut microbiota of patients with multiple sclerosis, with a striking depletion
of species belonging to clostridia xiva and iv clusters. PLoS ONE 2015, 10, e0137429. [CrossRef] [PubMed]
45. Cattaneo, A.; Cattane, N.; Galluzzi, S.; Provasi, S.; Lopizzo, N.; Festari, C.; Ferrari, C.; Guerra, U.P.; Paghera, B.;
Muscio, C.; et al. Association of brain amyloidosis with pro-inflammatory gut bacterial taxa and peripheral
inflammation markers in cognitively impaired elderly. Neurobiol. Aging 2017, 49, 60–68. [CrossRef] [PubMed]
46. Chen, C.H.; Lin, C.L.; Kao, C.H. Irritable bowel syndrome is associated with an increased risk of dementia:
A nationwide population-based study. PLoS ONE 2016, 11, e0144589. [CrossRef] [PubMed]
47. Singh, P.; Agnihotri, A.; Pathak, M.K.; Shirazi, A.; Tiwari, R.P.; Sreenivas, V.; Sagar, R.; Makharia, G.K.
Psychiatric, somatic and other functional gastrointestinal disorders in patients with irritable bowel syndrome
at a tertiary care center. J. Neurogastroenterol. Motil. 2012, 18, 324–331. [CrossRef] [PubMed]
48. Jiang, H.; Ling, Z.; Zhang, Y.; Mao, H.; Ma, Z.; Yin, Y.; Wang, W.; Tang, W.; Tan, Z.; Shi, J.; et al. Altered fecal
microbiota composition in patients with major depressive disorder. Brain Behav. Immun. 2015, 48, 186–194.
[CrossRef] [PubMed]
49. Maes, M.; Kubera, M.; Leunis, J.C. The gut-brain barrier in major depression: Intestinal mucosal dysfunction
with an increased translocation of LPS from gram negative enterobacteria (leaky gut) plays a role in the
inflammatory pathophysiology of depression. Neuro Endocrinol. Lett. 2008, 29, 117–124. [CrossRef]
50. Kamezaki, F.; Sonoda, S.; Nakata, S.; Okazaki, M.; Tamura, M.; Abe, H.; Takeuchi, M.; Otsuji, Y. Elevated
depressive symptoms are associated with hypertriglyceridemia in japanese male workers. Intern. Med. 2011,
50, 2485–2490. [CrossRef] [PubMed]
Microorganisms 2018, 6, 35 22 of 32
51. Woodard, L.D.; Urech, T.; Landrum, C.R.; Wang, D.; Petersen, L.A. Impact of comorbidity type on measures
of quality for diabetes care. Med. Care 2011, 49, 605–610. [CrossRef] [PubMed]
52. Von Korff, M.; Katon, W.J.; Lin, E.H.; Ciechanowski, P.; Peterson, D.; Ludman, E.J.; Young, B.; Rutter, C.M.
Functional outcomes of multi-condition collaborative care and successful ageing: Results of randomised
trial. BMJ 2011, 343, d6612. [CrossRef] [PubMed]
53. Cersosimo, M.G.; Benarroch, E.E. Pathological correlates of gastrointestinal dysfunction in parkinson’s
disease. Neurobiol. Disease 2012, 46, 559–564. [CrossRef] [PubMed]
54. Forsyth, C.B.; Shannon, K.M.; Kordower, J.H.; Voigt, R.M.; Shaikh, M.; Jaglin, J.A.; Estes, J.D.; Dodiya, H.B.;
Keshavarzian, A. Increased intestinal permeability correlates with sigmoid mucosa alpha-synuclein staining
and endotoxin exposure markers in early parkinson's disease. PLoS ONE 2011, 6, e28032. [CrossRef]
[PubMed]
55. Cassani, E.; Barichella, M.; Cancello, R.; Cavanna, F.; Iorio, L.; Cereda, E.; Bolliri, C.; Zampella Maria, P.;
Bianchi, F.; Cestaro, B.; et al. Increased urinary indoxyl sulfate (indican): New insights into gut dysbiosis in
parkinson’s disease. Parkinsonism Relat. Disord. 2015, 21, 389–393. [CrossRef] [PubMed]
56. Devos, D.; Lebouvier, T.; Lardeux, B.; Biraud, M.; Rouaud, T.; Pouclet, H.; Coron, E.; Bruley des Varannes, S.;
Naveilhan, P.; Nguyen, J.-M.; et al. Colonic inflammation in parkinson’s disease. Neurobiol. Disease 2013, 50,
42–48. [CrossRef] [PubMed]
57. Dinan, T.G.; Stilling, R.M.; Stanton, C.; Cryan, J.F. Collective unconscious: How gut microbes shape human
behavior. J. Psychiatr. Res. 2015, 63, 1–9. [CrossRef] [PubMed]
58. Bonaz, B.; Bazin, T.; Pellissier, S. The vagus nerve at the interface of the microbiota-gut-brain axis.
Front. Neurosci. 2018, 12. [CrossRef] [PubMed]
59. Pellissier, S.; Dantzer, C.; Mondillon, L.; Trocme, C.; Gauchez, A.S.; Ducros, V.; Mathieu, N.; Toussaint, B.;
Fournier, A.; Canini, F.; et al. Relationship between vagal tone, cortisol, tnf-alpha, epinephrine and negative
affects in crohn’s disease and irritable bowel syndrome. PLoS ONE 2014, 9, e105328. [CrossRef] [PubMed]
60. Agostoni, E.; Chinnock, J.E.; De Daly, M.B.; Murray, J.G. Functional and histological studies of the vagus
nerve and its branches to the heart, lungs and abdominal viscera in the cat. J. Physiol. 1957, 135, 182–205.
[CrossRef] [PubMed]
61. Sundman, M.H.; Chen, N.K.; Subbian, V.; Chou, Y.H. The bidirectional gut-brain-microbiota axis as a
potential nexus between traumatic brain injury, inflammation, and disease. Brain Behav. Immun. 2017.
[CrossRef] [PubMed]
62. Christian, L.M.; Galley, J.D.; Hade, E.M.; Schoppe-Sullivan, S.; Kamp Dush, C.; Bailey, M.T. Gut microbiome
composition is associated with temperament during early childhood. Brain Behav. Immun. 2015, 45, 118–127.
[CrossRef] [PubMed]
63. Westfall, S.; Lomis, N.; Kahouli, I.; Dia, S.Y.; Singh, S.P.; Prakash, S. Microbiome, probiotics and
neurodegenerative diseases: Deciphering the gut brain axis. Cell. Mol. Life Sci. 2017, 74, 3769–3787.
[CrossRef] [PubMed]
64. Sommer, F.; Anderson, J.M.; Bharti, R.; Raes, J.; Rosenstiel, P. The resilience of the intestinal microbiota
influences health and disease. Nat. Rev. Microbiol. 2017, 15, 630–638. [CrossRef] [PubMed]
65. Pinto-Sanchez, M.I.; Hall, G.B.; Ghajar, K.; Nardelli, A.; Bolino, C.; Lau, J.T.; Martin, F.P.; Cominetti, O.;
Welsh, C.; Rieder, A.; et al. Probiotic bifidobacterium longum ncc3001 reduces depression scores and alters
brain activity: A pilot study in patients with irritable bowel syndrome. Gastroenterology 2017, 153, 448–459.
[CrossRef] [PubMed]
66. O’Malley, D.; Quigley, E.M.; Dinan, T.G.; Cryan, J.F. Do interactions between stress and immune responses
lead to symptom exacerbations in irritable bowel syndrome? Brain Behav. Immun. 2011, 25, 1333–1341.
[CrossRef] [PubMed]
67. Jonefjall, B.; Ohman, L.; Simren, M.; Strid, H. Ibs-like symptoms in patients with ulcerative colitis in
deep remission are associated with increased levels of serum cytokines and poor psychological well-being.
Inflamm. Bowel Dis. 2016, 22, 2630–2640. [CrossRef] [PubMed]
68. Kleiman, S.C.; Watson, H.J.; Bulik-Sullivan, E.C.; Huh, E.Y.; Tarantino, L.M.; Bulik, C.M.; Carroll, I.M.
The intestinal microbiota in acute anorexia nervosa and during renourishment: Relationship to depression,
anxiety, and eating disorder psychopathology. Psychosom. Med. 2015, 77, 969–981. [CrossRef] [PubMed]
Microorganisms 2018, 6, 35 23 of 32
69. Sareen, J.; Jacobi, F.; Cox, B.J.; Belik, S.L.; Clara, I.; Stein, M.B. Disability and poor quality of life associated
with comorbid anxiety disorders and physical conditions. Arch. Intern. Med. 2006, 166, 2109–2116. [CrossRef]
[PubMed]
70. Peters, B.; Williams, K.C.; Gorrindo, P.; Rosenberg, D.; Lee, E.B.; Levitt, P.; Veenstra-VanderWeele, J.
Rigid-compulsive behaviors are associated with mixed bowel symptoms in autism spectrum disorder.
J. Autism Dev. Disord. 2014, 44, 1425–1432. [CrossRef] [PubMed]
71. Dansie, E.J.; Furberg, H.; Afari, N.; Buchwald, D.; Edwards, K.; Goldberg, J.; Schur, E.; Sullivan, P.F.
Conditions comorbid with chronic fatigue in a population-based sample. Psychosomatics 2012, 53, 44–50.
[CrossRef] [PubMed]
72. Nagy-Szakal, D.; Williams, B.L.; Mishra, N.; Che, X.; Lee, B.; Bateman, L.; Klimas, N.G.; Komaroff, A.L.;
Levine, S.; Montoya, J.G.; et al. Fecal metagenomic profiles in subgroups of patients with myalgic
encephalomyelitis/chronic fatigue syndrome. Microbiome 2017, 5, 44. [CrossRef] [PubMed]
73. Beaumont, M.; Goodrich, J.K.; Jackson, M.A.; Yet, I.; Davenport, E.R.; Vieira-Silva, S.; Debelius, J.; Pallister, T.;
Mangino, M.; Raes, J.; et al. Heritable components of the human fecal microbiome are associated with
visceral fat. Genome Biol. 2016, 17, 189. [CrossRef] [PubMed]
74. Lee, S.J.; Bose, S.; Seo, J.G.; Chung, W.S.; Lim, C.Y.; Kim, H. The effects of co-administration of probiotics with
herbal medicine on obesity, metabolic endotoxemia and dysbiosis: A randomized double-blind controlled
clinical trial. Clin. Nutr. 2014, 33, 973–981. [CrossRef] [PubMed]
75. Liu, L.; Liu, B.N.; Chen, S.; Wang, M.; Liu, Y.; Zhang, Y.L.; Yao, S.K. Visceral and somatic hypersensitivity,
autonomic cardiovascular dysfunction and low-grade inflammation in a subset of irritable bowel syndrome
patients. J. Zhejiang Univ. Sci. B 2014, 15, 907–914. [CrossRef] [PubMed]
76. Ohlsson, B.; Orho-Melander, M.; Nilsson, P.M. Higher levels of serum zonulin may rather be associated with
increased risk of obesity and hyperlipidemia, than with gastrointestinal symptoms or disease manifestations.
Int. J. Mol. Sci. 2017, 18. [CrossRef] [PubMed]
77. Kassaian, N.; Aminorroaya, A.; Feizi, A.; Jafari, P.; Amini, M. The effects of probiotic and synbiotic
supplementation on metabolic syndrome indices in adults at risk of type 2 diabetes: Study protocol for a
randomized controlled trial. Trials 2017, 18, 148. [CrossRef] [PubMed]
78. Tonucci, L.B.; Olbrich Dos Santos, K.M.; Licursi de Oliveira, L.; Rocha Ribeiro, S.M.; Duarte Martino, H.S.
Clinical application of probiotics in type 2 diabetes mellitus: A randomized, double-blind, placebo-controlled
study. Clin. Nutr. 2017, 36, 85–92. [CrossRef] [PubMed]
79. Zohar, A.; Cohen, A.D.; Bitterman, H.; Feldhamer, I.; Greenberg-Dotan, S.; Lavi, I.; Comanesther, D.; Batat, E.;
Zisman, D. Gastrointestinal comorbidities in patients with psoriatic arthritis. Clin. Rheumatol. 2016, 35,
2679–2684. [CrossRef] [PubMed]
80. Casellas, D.F.; Arenas, J.I.; Baudet, J.S.; Fábregas, S.; García, N.; Gelabert, J.; Medina, C.; Ochotorena, I.;
Papo, M.; Rodrigo, L.; et al. Impairment of health-related quality of life in patients with inflammatory bowel
disease: A spanish multicenter study. Inflamm. Bowel Dis. 2005, 11, 488–496. [CrossRef] [PubMed]
81. Freitas, T.H.; Andreoulakis, E.; Alves, G.S.; Miranda, H.L.; Braga, L.L.; Hyphantis, T.; Carvalho, A.F.
Associations of sense of coherence with psychological distress and quality of life in inflammatory bowel
disease. World J. Gastroenterol. 2015, 21, 6713–6727. [CrossRef] [PubMed]
82. Bonaz, B.L.; Bernstein, C.N. Brain-gut interactions in inflammatory bowel disease. Gastroenterology 2013, 144,
36–49. [CrossRef] [PubMed]
83. Mayer, E.A.; Savidge, T.; Shulman, R.J. Brain-gut microbiome interactions and functional bowel disorders.
Gastroenterology 2014, 146, 1500–1512. [CrossRef] [PubMed]
84. De Lartigue, G.; de La Serre, C.B.; Raybould, H.E. Vagal afferent neurons in high fat diet-induced obesity;
intestinal microflora, gut inflammation and cholecystokinin. Physiol. Behav. 2011, 105, 100–105. [CrossRef]
[PubMed]
85. Hamilton, M.K.; Raybould, H.E. Bugs, guts and brains, and the regulation of food intake and body weight.
Int. J. Obes. Suppl. 2016, 6, S8–S14. [CrossRef] [PubMed]
86. Kentish, S.J.; Page, A.J. The role of gastrointestinal vagal afferent fibres in obesity. J. Physiol. 2015, 593,
775–786. [CrossRef] [PubMed]
87. Holzer, P.; Farzi, A. Neuropeptides and the microbiota-gut-brain axis. Adv. Exp. Med. Biol. 2014, 817, 195–219.
[CrossRef] [PubMed]
Microorganisms 2018, 6, 35 24 of 32
88. Dockray, G.J. Enteroendocrine cell signalling via the vagus nerve. Curr. Opin. Pharmacol. 2013, 13, 954–958.
[CrossRef] [PubMed]
89. Dockray, G.J. Gastrointestinal hormones and the dialogue between gut and brain. J. Physiol. 2014, 592,
2927–2941. [CrossRef] [PubMed]
90. Wells, J.M.; Brummer, R.J.; Derrien, M.; MacDonald, T.T.; Troost, F.; Cani, P.D.; Theodorou, V.; Dekker, J.;
Meheust, A.; de Vos, W.M.; et al. Homeostasis of the gut barrier and potential biomarkers. Am. J. Physiol.
Gastrointest. Liver Physiol. 2017, 312, G171–G193. [CrossRef] [PubMed]
91. Brandtzaeg, P. Gate-keeper function of the intestinal epithelium. Benef. Microbes 2013, 4, 67–82. [CrossRef]
[PubMed]
92. Spinler, J.K.; Sontakke, A.; Hollister, E.B.; Venable, S.F.; Oh, P.L.; Balderas, M.A.; Saulnier, D.M.; Mistretta, T.A.;
Devaraj, S.; Walter, J.; et al. From prediction to function using evolutionary genomics: Human-specific
ecotypes of lactobacillus reuteri have diverse probiotic functions. Genome Biol. Evol. 2014, 6, 1772–1789.
[CrossRef] [PubMed]
93. Bhushan, B.; Tomar, S.K.; Mandal, S. Phenotypic and genotypic screening of human-originated lactobacilli
for vitamin b12 production potential: Process validation by micro-assay and uflc. Appl. Microbiol. Biotechnol.
2016, 100, 6791–6803. [CrossRef] [PubMed]
94. Marques, T.M.; Wall, R.; Ross, R.P.; Fitzgerald, G.F.; Ryan, C.A.; Stanton, C. Programming infant gut
microbiota: Influence of dietary and environmental factors. Curr. Opin. Biotechnol. 2010, 21, 149–156.
[CrossRef] [PubMed]
95. Lim, S.Y.; Kim, E.J.; Kim, A.; Lee, H.J.; Choi, H.J.; Yang, S.J. Nutritional factors affecting mental health.
Clin. Nutr. Res. 2016, 5, 143–152. [CrossRef] [PubMed]
96. Zhang, Y.; Hodgson, N.W.; Trivedi, M.S.; Abdolmaleky, H.M.; Fournier, M.; Cuenod, M.; Do, K.Q.; Deth, R.C.
Decreased brain levels of vitamin b12 in aging, autism and schizophrenia. PLoS ONE 2016, 11, e0146797.
[CrossRef] [PubMed]
97. Fernandez-Real, J.M.; Serino, M.; Blasco, G.; Puig, J.; Daunis-i-Estadella, J.; Ricart, W.; Burcelin, R.;
Fernandez-Aranda, F.; Portero-Otin, M. Gut microbiota interacts with brain microstructure and function.
J. Clin. Endocrinol. Metab. 2015, 100, 4505–4513. [CrossRef] [PubMed]
98. Tillisch, K.; Labus, J.; Kilpatrick, L.; Jiang, Z.; Stains, J.; Ebrat, B. Consumption of fermented milk product
with probiotic modulates brain activity. Gastroenterology 2013, 144. [CrossRef] [PubMed]
99. Zeevi, D.; Korem, T.; Zmora, N.; Israeli, D.; Rothschild, D.; Weinberger, A. Personalized nutrition by
prediction of glycemic responses. Cell 2015, 163. [CrossRef] [PubMed]
100. Agus, A.; Denizot, J.; Thevenot, J.; Martinez-Medina, M.; Massier, S.; Sauvanet, P.; Bernalier-Donadille, A.;
Denis, S.; Hofman, P.; Bonnet, R.; et al. Western diet induces a shift in microbiota composition enhancing
susceptibility to adherent-invasive E. coli infection and intestinal inflammation. Sci. Rep. 2016, 6, 19032.
[CrossRef] [PubMed]
101. Xiao, S.; Fei, N.; Pang, X.; Shen, J.; Wang, L.; Zhang, B.; Zhang, M.; Zhang, X.; Zhang, C.; Li, M.; et al. A gut
microbiota-targeted dietary intervention for amelioration of chronic inflammation underlying metabolic
syndrome. FEMS Microbiol. Ecol. 2014, 87, 357–367. [CrossRef] [PubMed]
102. Araujo, J.R.; Tomas, J.; Brenner, C.; Sansonetti, P.J. Impact of high-fat diet on the intestinal microbiota and
small intestinal physiology before and after the onset of obesity. Biochimie 2017, 141, 97–106. [CrossRef]
[PubMed]
103. Labus, J.S.; Hollister, E.B.; Jacobs, J.; Kirbach, K.; Oezguen, N.; Gupta, A.; Acosta, J.; Luna, R.A.; Aagaard, K.;
Versalovic, J.; et al. Differences in gut microbial composition correlate with regional brain volumes in irritable
bowel syndrome. Microbiome 2017, 5, 49. [CrossRef] [PubMed]
104. Bajaj, J.S.; Ridlon, J.M.; Hylemon, P.B.; Thacker, L.R.; Heuman, D.M.; Smith, S.; Sikaroodi, M.; Gillevet, P.M.
Linkage of gut microbiome with cognition in hepatic encephalopathy. Am. J. Physiol. Gastrointest. Liver
Physiol. 2012, 302, G168–G175. [CrossRef] [PubMed]
105. Bajaj, J.S.; Heuman, D.M.; Hylemon, P.B.; Sanyal, A.J.; Puri, P.; Sterling, R.K.; Luketic, V.; Stravitz, R.T.;
Siddiqui, M.S.; Fuchs, M.; et al. Randomised clinical trial: Lactobacillus GG modulates gut microbiome,
metabolome and endotoxemia in patients with cirrhosis. Aliment. Pharmacol. Ther. 2014, 39, 1113–1125.
[CrossRef] [PubMed]
106. Ahluwalia, V.; Wade, J.B.; Heuman, D.M.; Hammeke, T.A.; Sanyal, A.J.; Sterling, R.K.; Stravitz, R.T.;
Luketic, V.; Siddiqui, M.S.; Puri, P.; et al. Enhancement of functional connectivity, working memory
Microorganisms 2018, 6, 35 25 of 32
and inhibitory control on multi-modal brain mr imaging with rifaximin in cirrhosis: Implications for the
gut-liver-brain axis. Metab. Brain Dis. 2014, 29, 1017–1025. [CrossRef] [PubMed]
107. Parbo, P.; Ismail, R.; Hansen, K.V.; Amidi, A.; Marup, F.H.; Gottrup, H.; Braendgaard, H.; Eriksson, B.O.;
Eskildsen, S.F.; Lund, T.E.; et al. Brain inflammation accompanies amyloid in the majority of mild cognitive
impairment cases due to alzheimer’s disease. Brain 2017, 140, 2002–2011. [CrossRef] [PubMed]
108. Tay, L.; Lim, W.S.; Chan, M.; Ye, R.J.; Chong, M.S. The independent role of inflammation in physical frailty
among older adults with mild cognitive impairment and mild-to-moderate Alzheimer’s disease. J. Nutr.
Health Aging 2016, 20, 288–299. [CrossRef] [PubMed]
109. Labrenz, F.; Wrede, K.; Forsting, M.; Engler, H.; Schedlowski, M.; Elsenbruch, S.; Benson, S. Alterations in
functional connectivity of resting state networks during experimental endotoxemia—An exploratory study
in healthy men. Brain Behav. Immun. 2016, 54, 17–26. [CrossRef] [PubMed]
110. Laparra Llopis, J.M.; Sanz Herranz, Y. Gliadins induce tnfalpha production through camp-dependent protein
kinase a activation in intestinal cells (caco-2). J. Physiol. Biochem. 2010, 66, 153–159. [CrossRef] [PubMed]
111. Jyonouchi, H.; Sun, S.; Itokazu, N. Innate immunity associated with inflammatory responses and cytokine
production against common dietary proteins in patients with autism spectrum disorder. Neuropsychobiology
2002, 46, 76–84. [CrossRef] [PubMed]
112. Olaussen, R.W.; Karlsson, M.R.; Lundin, K.E.; Jahnsen, J.; Brandtzaeg, P.; Farstad, I.N. Reduced chemokine
receptor 9 on intraepithelial lymphocytes in celiac disease suggests persistent epithelial activation.
Gastroenterology 2007, 132, 2371–2382. [CrossRef] [PubMed]
113. Choi, S.; DiSilvio, B.; Fernstrom, M.H.; Fernstrom, J.D. Meal ingestion, amino acids and brain
neurotransmitters: Effects of dietary protein source on serotonin and catecholamine synthesis rates.
Physiol. Behav. 2009, 98, 156–162. [CrossRef] [PubMed]
114. Beshai, S.; Mishra, S.; Mishra, S.; Carleton, R.N. Personal relative deprivation associated with functional
disorders via stress: An examination of fibromyalgia and gastrointestinal symptoms. PLoS ONE 2017,
12, e0189666. [CrossRef] [PubMed]
115. Rodriguez-Urrutia, A.; Eiroa-Orosa, F.J.; Accarino, A.; Malagelada, C.; Azpiroz, F. The role of incongruence
between the perceived functioning by patients and clinicians in the detection of psychological distress among
functional and motor digestive disorders. J. Psychosom. Res. 2017, 99, 112–119. [CrossRef] [PubMed]
116. Khanna, P.; Agarwal, N.; Khanna, D.; Hays, R.D.; Chang, L.; Bolus, R.; Melmed, G.; Whitman, C.B.;
Kaplan, R.M.; Ogawa, R.; et al. Development of an online library of patient-reported outcome measures in
gastroenterology: The gi-pro database. Am. J. Gastroenterol. 2014, 109, 234–248. [CrossRef] [PubMed]
117. Azpiroz, F.; Dubray, C.; Bernalier-Donadille, A.; Cardot, J.M.; Accarino, A.; Serra, J.; Wagner, A.;
Respondek, F.; Dapoigny, M. Effects of scfos on the composition of fecal microbiota and anxiety
in patients with irritable bowel syndrome: A randomized, double blind, placebo controlled study.
Neurogastroenterol. Motil. 2017, 29. [CrossRef] [PubMed]
118. Hustoft, T.N.; Hausken, T.; Ystad, S.O.; Valeur, J.; Brokstad, K.; Hatlebakk, J.G.; Lied, G.A. Effects of varying
dietary content of fermentable short-chain carbohydrates on symptoms, fecal microenvironment, and
cytokine profiles in patients with irritable bowel syndrome. Neurogastroenterol. Motil. 2017, 29. [CrossRef]
[PubMed]
119. Drakoularakou, A.; Tzortzis, G.; Rastall, R.A.; Gibson, G.R. A double-blind, placebo-controlled, randomized
human study assessing the capacity of a novel galacto-oligosaccharide mixture in reducing travellers’
diarrhoea. Eur. J. Clin. Nutr. 2010, 64, 146–152. [CrossRef] [PubMed]
120. Gao, X.; Cao, Q.; Cheng, Y.; Zhao, D.; Wang, Z.; Yang, H.; Wu, Q.; You, L.; Wang, Y.; Lin, Y.; et al. Chronic
stress promotes colitis by disturbing the gut microbiota and triggering immune system response. Proc. Natl.
Acad. Sci. USA 2018, 115, E2960–E2969. [CrossRef] [PubMed]
121. Langgartner, D.; Peterlik, D.; Foertsch, S.; Fuchsl, A.M.; Brokmann, P.; Flor, P.J.; Shen, Z.; Fox, J.G.;
Uschold-Schmidt, N.; Lowry, C.A.; et al. Individual differences in stress vulnerability: The role of gut
pathobionts in stress-induced colitis. Brain Behav. Immun. 2017, 64, 23–32. [CrossRef] [PubMed]
122. Allen, A.P.; Hutch, W.; Borre, Y.E.; Kennedy, P.J.; Temko, A.; Boylan, G.; Murphy, E.; Cryan, J.F.;
Dinan, T.G.; Clarke, G. Bifidobacterium longum 1714 as a translational psychobiotic: Modulation of stress,
electrophysiology and neurocognition in healthy volunteers. Transl. Psychiatry 2016, 6, e939. [CrossRef]
[PubMed]
Microorganisms 2018, 6, 35 26 of 32
123. De Lorenzo, A.; Costacurta, M.; Merra, G.; Gualtieri, P.; Cioccoloni, G.; Marchetti, M.; Varvaras, D.;
Docimo, R.; Di Renzo, L. Can psychobiotics intake modulate psychological profile and body composition of
women affected by normal weight obese syndrome and obesity? A double blind randomized clinical trial.
J. Transl. Med. 2017, 15, 135. [CrossRef] [PubMed]
124. Shankar, V. Gut microbiome profiling tests propelled by customer demand. Nat. Biotechnol. 2017, 35, 9.
[CrossRef] [PubMed]
125. Backhed, F.; Ley, R.E.; Sonnenburg, J.L.; Peterson, D.A.; Gordon, J.I. Host-bacterial mutualism in the
human intestine. Science 2005, 307, 1915–1920. [CrossRef] [PubMed]
126. Backhed, F.; Roswall, J.; Peng, Y.; Feng, Q.; Jia, H.; Kovatcheva-Datchary, P. Dynamics and stabilization of the
human gut microbiome during the first year of life. Cell Host Microbe 2015, 17. [CrossRef] [PubMed]
127. Tan, X.; Saarinen, A.; Mikkola, T.M.; Tenhunen, J.; Martinmaki, S.; Rahikainen, A.; Cheng, S.; Eklund, N.;
Pekkala, S.; Wiklund, P.; et al. Effects of exercise and diet interventions on obesity-related sleep disorders
in men: Study protocol for a randomized controlled trial. Trials 2013, 14, 235. [CrossRef] [PubMed]
128. Lankelma, J.M.; van Vught, L.A.; Belzer, C.; Schultz, M.J.; van der Poll, T.; de Vos, W.M.; Wiersinga, W.J.
Critically ill patients demonstrate large interpersonal variation in intestinal microbiota dysregulation:
A pilot study. Intensive Care Med. 2017, 43, 59–68. [CrossRef] [PubMed]
129. Rogers, M.B.; Firek, B.; Shi, M.; Yeh, A.; Brower-Sinning, R.; Aveson, V.; Kohl, B.L.; Fabio, A.; Carcillo, J.A.;
Morowitz, M.J. Disruption of the microbiota across multiple body sites in critically ill children. Microbiome
2016, 4, 66. [CrossRef] [PubMed]
130. Maffei, V.J.; Kim, S.; Blanchard, E.T.; Luo, M.; Jazwinski, S.M.; Taylor, C.M.; Welsh, D.A. Biological aging and
the human gut microbiota. J. Gerontol. A Biol. Sci. Med. Sci. 2017. [CrossRef] [PubMed]
131. Anand, R.; Song, Y.; Garg, S.; Girotra, M.; Sinha, A.; Sivaraman, A.; Phillips, L.; Dutta, S.K. Effect of aging on
the composition of fecal microbiota in donors for FMT and its impact on clinical outcomes. Dig. Dis. Sci.
2017, 62, 1002–1008. [CrossRef] [PubMed]
132. Jackson, M.A.; Jeffery, I.B.; Beaumont, M.; Bell, J.T.; Clark, A.G.; Ley, R.E.; O’Toole, P.W.; Spector, T.D.;
Steves, C.J. Signatures of early frailty in the gut microbiota. Genome Med. 2016, 8, 8. [CrossRef] [PubMed]
133. Pereira, P.A.B.; Aho, V.T.E.; Paulin, L.; Pekkonen, E.; Auvinen, P.; Scheperjans, F. Oral and nasal microbiota
in parkinson’s disease. Parkinsonism Relat. Disord. 2017, 38, 61–67. [CrossRef] [PubMed]
134. Hopfner, F.; Kunstner, A.; Muller, S.H.; Kunzel, S.; Zeuner, K.E.; Margraf, N.G.; Deuschl, G.; Baines, J.F.;
Kuhlenbaumer, G. Gut microbiota in parkinson disease in a northern german cohort. Brain Res. 2017, 1667,
41–45. [CrossRef] [PubMed]
135. Kleiman, S.C.; Glenny, E.M.; Bulik-Sullivan, E.C.; Huh, E.Y.; Tsilimigras, M.C.B.; Fodor, A.A.; Bulik, C.M.;
Carroll, I.M. Daily changes in composition and diversity of the intestinal microbiota in patients with anorexia
nervosa: A series of three cases. Eur. Eat. Disord. Rev. 2017, 25, 423–427. [CrossRef] [PubMed]
136. Morita, C.; Tsuji, H.; Hata, T.; Gondo, M.; Takakura, S.; Kawai, K.; Yoshihara, K.; Ogata, K.; Nomoto, K.;
Miyazaki, K.; et al. Gut dysbiosis in patients with anorexia nervosa. PLoS ONE 2015, 10, e0145274. [CrossRef]
[PubMed]
137. Borgo, F.; Riva, A.; Benetti, A.; Casiraghi, M.C.; Bertelli, S.; Garbossa, S.; Anselmetti, S.; Scarone, S.;
Pontiroli, A.E.; Morace, G.; et al. Microbiota in anorexia nervosa: The triangle between bacterial species,
metabolites and psychological tests. PLoS ONE 2017, 12, e0179739. [CrossRef] [PubMed]
138. Martinez-Lapiscina, E.H.; Clavero, P.; Toledo, E.; San Julian, B.; Sanchez-Tainta, A.; Corella, D.;
Lamuela-Raventos, R.M.; Martinez, J.A.; Martinez-Gonzalez, M.A. Virgin olive oil supplementation and
long-term cognition: The predimed-navarra randomized, trial. J. Nutr. Health Aging 2013, 17, 544–552.
[CrossRef] [PubMed]
139. Valls-Pedret, C.; Sala-Vila, A.; Serra-Mir, M.; Corella, D.; de la Torre, R.; Martinez-Gonzalez, M.A.;
Martinez-Lapiscina, E.H.; Fito, M.; Perez-Heras, A.; Salas-Salvado, J.; et al. Mediterranean diet and
age-related cognitive decline: A randomized clinical trial. JAMA Intern. Med. 2015, 175, 1094–1103. [CrossRef]
[PubMed]
140. Khalid, S.; Barfoot, K.L.; May, G.; Lamport, D.J.; Reynolds, S.A.; Williams, C.M. Effects of acute blueberry
flavonoids on mood in children and young adults. Nutrients 2017, 9. [CrossRef] [PubMed]
141. Lee, J.; Pase, M.; Pipingas, A.; Raubenheimer, J.; Thurgood, M.; Villalon, L.; Macpherson, H.; Gibbs, A.;
Scholey, A. Switching to a 10-day mediterranean-style diet improves mood and cardiovascular function in a
controlled crossover study. Nutrition 2015, 31, 647–652. [CrossRef] [PubMed]
Microorganisms 2018, 6, 35 27 of 32
142. Lamport, D.J.; Pal, D.; Macready, A.L.; Barbosa-Boucas, S.; Fletcher, J.M.; Williams, C.M.; Spencer, J.P.;
Butler, L.T. The effects of flavanone-rich citrus juice on cognitive function and cerebral blood flow: An acute,
randomised, placebo-controlled cross-over trial in healthy, young adults. Br. J. Nutr. 2016, 116, 2160–2168.
[CrossRef] [PubMed]
143. Decroix, L.; Tonoli, C.; Soares, D.D.; Tagougui, S.; Heyman, E.; Meeusen, R. Acute cocoa flavanol improves
cerebral oxygenation without enhancing executive function at rest or after exercise. Appl. Physiol. Nutr. Metab.
2016, 41, 1225–1232. [CrossRef] [PubMed]
144. Orhan, I.E.; Daglia, M.; Nabavi, S.F.; Loizzo, M.R.; Sobarzo-Sanchez, E.; Nabavi, S.M. Flavonoids and
dementia: An update. Curr. Med. Chem. 2015, 22, 1004–1015. [CrossRef] [PubMed]
145. Edwards, C.A.; Havlik, J.; Cong, W.; Mullen, W.; Preston, T.; Morrison, D.J.; Combet, E. Polyphenols and
health: Interactions between fibre, plant polyphenols and the gut microbiota. Nutr. Bull. 2017, 42, 356–360.
[CrossRef] [PubMed]
146. Gibson, G.R.; Hutkins, R.; Sanders, M.E.; Prescott, S.L.; Reimer, R.A.; Salminen, S.J.; Scott, K.; Stanton, C.;
Swanson, K.S.; Cani, P.D.; et al. Expert consensus document: The international scientific association for
probiotics and prebiotics (isapp) consensus statement on the definition and scope of prebiotics. Nat. Rev.
Gastroenterol. Hepatol. 2017, 14, 491–502. [CrossRef] [PubMed]
147. Lu, Q.Y.; Summanen, P.H.; Lee, R.P.; Huang, J.; Henning, S.M.; Heber, D.; Finegold, S.M.; Li, Z. Prebiotic
potential and chemical composition of seven culinary spice extracts. J. Food Sci. 2017, 82, 1807–1813.
[CrossRef] [PubMed]
148. Selma, M.V.; Espin, J.C.; Tomas-Barberan, F.A. Interaction between phenolics and gut microbiota: Role in
human health. J. Agric. Food Chem. 2009, 57, 6485–6501. [CrossRef] [PubMed]
149. McDonald, D.; Hyde, E.R.; Debelius, J.W.; Morton, J.T.; Gonzalez, A.; Ackermann, G.; Aksenov, A.A.;
Behsaz, B.; Brennan, C.; Chen, Y.; et al. American gut: An open platform for citizen-science microbiome
research. bioRxiv 2018. [CrossRef]
150. Sheflin, A.M.; Melby, C.L.; Carbonero, F.; Weir, T.L. Linking dietary patterns with gut microbial composition
and function. Gut Microbes 2017, 8, 113–129. [CrossRef] [PubMed]
151. Barroso, E.; Munoz-Gonzalez, I.; Jimenez, E.; Bartolome, B.; Moreno-Arribas, M.V.; Pelaez, C.; Del Carmen
Martinez-Cuesta, M.; Requena, T. Phylogenetic profile of gut microbiota in healthy adults after moderate
intake of red wine. Mol. Nutr. Food Res. 2017, 61. [CrossRef] [PubMed]
152. Halmos, E.P.; Christophersen, C.T.; Bird, A.R.; Shepherd, S.J.; Gibson, P.R.; Muir, J.G. Diets that differ in their
fodmap content alter the colonic luminal microenvironment. Gut 2015, 64, 93–100. [CrossRef] [PubMed]
153. Duenas, M.; Munoz-Gonzalez, I.; Cueva, C.; Jimenez-Giron, A.; Sanchez-Patan, F.; Santos-Buelga, C.;
Moreno-Arribas, M.V.; Bartolome, B. A survey of modulation of gut microbiota by dietary polyphenols.
Biomed. Res. Int. 2015, 2015, 850902. [CrossRef] [PubMed]
154. Clavel, T.; Fallani, M.; Lepage, P.; Levenez, F.; Mathey, J.; Rochet, V.; Serezat, M.; Sutren, M.; Henderson, G.;
Bennetau-Pelissero, C.; et al. Isoflavones and functional foods alter the dominant intestinal microbiota in
postmenopausal women. J. Nutr. 2005, 135, 2786–2792. [CrossRef] [PubMed]
155. Vazquez, L.; Florez, A.B.; Guadamuro, L.; Mayo, B. Effect of soy isoflavones on growth of representative
bacterial species from the human gut. Nutrients 2017, 9. [CrossRef]
156. Guerrero-Beltran, C.E.; Calderon-Oliver, M.; Pedraza-Chaverri, J.; Chirino, Y.I. Protective effect of
sulforaphane against oxidative stress: Recent advances. Exp. Toxicol. Pathol. 2012, 64, 503–508. [CrossRef]
[PubMed]
157. Gu, Y.; Nieves, J.W.; Stern, Y.; Luchsinger, J.A.; Scarmeas, N. Food combination and alzheimer disease risk:
A protective diet. Arch. Neurol. 2010, 67, 699–706. [CrossRef] [PubMed]
158. Argollo, M.; Fiorino, G.; Hindryckx, P.; Peyrin-Biroulet, L.; Danese, S. Novel therapeutic targets for
inflammatory bowel disease. J. Autoimmun. 2017, 85, 103–116. [CrossRef] [PubMed]
159. Leblhuber, F.; Geisler, S.; Steiner, K.; Fuchs, D.; Schütz, B. Elevated fecal calprotectin in patients with
alzheimer’s dementia indicates leaky gut. J. Neural Transm. 2015, 122, 1319–1322. [CrossRef] [PubMed]
160. Horvath, I.; Jia, X.; Johansson, P.; Wang, C.; Moskalenko, R.; Steinau, A.; Forsgren, L.; Wagberg, T.; Svensson, J.;
Zetterberg, H.; et al. Pro-inflammatory s100a9 protein as a robust biomarker differentiating early stages of
cognitive impairment in alzheimer’s disease. ACS Chem. Neurosci. 2016, 7, 34–39. [CrossRef] [PubMed]
161. Del Campo, R.; Garriga, M.; Perez-Aragon, A.; Guallarte, P.; Lamas, A.; Maiz, L.; Bayon, C.; Roy, G.;
Canton, R.; Zamora, J.; et al. Improvement of digestive health and reduction in proteobacterial populations
Microorganisms 2018, 6, 35 28 of 32
in the gut microbiota of cystic fibrosis patients using a lactobacillus reuteri probiotic preparation: A double
blind prospective study. J. Cyst. Fibros. 2014, 13, 716–722. [CrossRef] [PubMed]
162. Bruzzese, E.; Callegari, M.L.; Raia, V.; Viscovo, S.; Scotto, R.; Ferrari, S.; Morelli, L.; Buccigrossi, V.;
Lo Vecchio, A.; Ruberto, E.; et al. Disrupted intestinal microbiota and intestinal inflammation in children
with cystic fibrosis and its restoration with lactobacillus Gg: A randomised clinical trial. PLoS ONE 2014,
9, e87796. [CrossRef] [PubMed]
163. Fasano, A. Zonulin, regulation of tight junctions, and autoimmune diseases. Ann. N. Y. Acad. Sci. 2012, 1258,
25–33. [CrossRef] [PubMed]
164. Fasano, A. Intestinal permeability and its regulation by zonulin: Diagnostic and therapeutic implications.
Clin. Gastroenterol. Hepatol. 2012, 10, 1096–1100. [CrossRef] [PubMed]
165. Hollon, J.; Puppa, E.L.; Greenwald, B.; Goldberg, E.; Guerrerio, A.; Fasano, A. Effect of gliadin on permeability
of intestinal biopsy explants from celiac disease patients and patients with non-celiac gluten sensitivity.
Nutrients 2015, 7, 1565–1576. [CrossRef] [PubMed]
166. Vorobjova, T.; Raikkerus, H.; Kadaja, L.; Talja, I.; Uibo, O.; Heilman, K.; Uibo, R. Circulating zonulin
correlates with density of enteroviruses and tolerogenic dendritic cells in the small bowel mucosa of celiac
disease patients. Dig. Dis. Sci. 2017, 62, 358–371. [CrossRef] [PubMed]
167. Daulatzai, M.A. Non-celiac gluten sensitivity triggers gut dysbiosis, neuroinflammation, gut-brain axis
dysfunction, and vulnerability for dementia. CNS Neurol. Disord. Drug Targets 2015, 14, 110–131. [CrossRef]
[PubMed]
168. Watkins, R.D.; Zawahir, S. Celiac disease and nonceliac gluten sensitivity. Pediatr. Clin. N. Am. 2017, 64,
563–576. [CrossRef] [PubMed]
169. Volta, U.; Caio, G.; Karunaratne, T.B.; Alaedini, A.; De Giorgio, R. Non-coeliac gluten/wheat sensitivity:
Advances in knowledge and relevant questions. Expert Rev. Gastroenterol. Hepatol. 2017, 11, 9–18. [CrossRef]
[PubMed]
170. Czaja-Bulsa, G. Non coeliac gluten sensitivity—A new disease with gluten intolerance. Clin. Nutr. 2015, 34,
189–194. [CrossRef] [PubMed]
171. Bardella, M.T.; Elli, L.; Ferretti, F. Non celiac gluten sensitivity. Curr. Gastroenterol. Rep. 2016, 18, 63.
[CrossRef] [PubMed]
172. Potter, M.; Walker, M.M.; Talley, N.J. Non-coeliac gluten or wheat sensitivity: Emerging disease or
misdiagnosis? Med. J. Aust. 2017, 207, 211–215. [CrossRef] [PubMed]
173. El-Salhy, M.; Hatlebakk, J.G.; Gilja, O.H.; Hausken, T. The relation between celiac disease, nonceliac gluten
sensitivity and irritable bowel syndrome. Nutr. J. 2015, 14, 92. [CrossRef] [PubMed]
174. Catassi, C. Gluten sensitivity. Ann. Nutr. Metab. 2015, 67 (Suppl. 2), 16–26. [CrossRef] [PubMed]
175. Casella, G.; Pozzi, R.; Cigognetti, M.; Bachetti, F.; Torti, G.; Cadei, M.; Villanacci, V.; Baldini, V.; Bassotti, G.
Mood disorders and non-celiac gluten sensitivity. Minerva Gastroenterol. Dietol. 2017, 63, 32–37. [CrossRef]
[PubMed]
176. Lionetti, E.; Leonardi, S.; Franzonello, C.; Mancardi, M.; Ruggieri, M.; Catassi, C. Gluten psychosis:
Confirmation of a new clinical entity. Nutrients 2015, 7, 5532–5539. [CrossRef] [PubMed]
177. Dagci, H.; Ustun, S.; Taner, M.S.; Ersoz, G.; Karacasu, F.; Budak, S. Protozoon infections and intestinal
permeability. Acta Trop. 2002, 81, 1–5. [CrossRef]
178. Boorom, K.F.; Smith, H.; Nimri, L.; Viscogliosi, E.; Spanakos, G.; Parkar, U.; Li, L.-H.; Zhou, X.-N.; Ok, Ü.Z.;
Leelayoova, S.; et al. Oh my aching gut: Irritable bowel syndrome, blastocystis, and asymptomatic infection.
Parasites Vectors 2008, 1, 40. [CrossRef] [PubMed]
179. Roberts, T.; Stark, D.; Harkness, J.; Ellis, J. Update on the pathogenic potential and treatment options for
Blastocystis sp. Gut Pathogens 2014, 6, 17. [CrossRef] [PubMed]
180. Dinleyici, E.C.; Eren, M.; Dogan, N.; Reyhanioglu, S.; Yargic, Z.A.; Vandenplas, Y. Clinical efficacy of
saccharomyces boulardii or metronidazole in symptomatic children with blastocystis hominis infection.
Parasitol. Res. 2011, 108, 541–545. [CrossRef] [PubMed]
181. Nigro, L.; Larocca, L.; Massarelli, L.; Patamia, I.; Minniti, S.; Palermo, F.; Cacopardo, B. A placebo-controlled
treatment trial of blastocystis hominis infection with metronidazole. J. Travel Med. 2003, 10, 128–130.
[CrossRef] [PubMed]
182. Lamprecht, M.; Bogner, S.; Steinbauer, K.; Schuetz, B.; Greilberger, J.F.; Leber, B.; Wagner, B.; Zinser, E.;
Petek, T.; Wallner-Liebmann, S.; et al. Effects of zeolite supplementation on parameters of intestinal barrier
Microorganisms 2018, 6, 35 29 of 32
integrity, inflammation, redoxbiology and performance in aerobically trained subjects. J. Int. Soc. Sports Nutr.
2015, 12, 40. [CrossRef] [PubMed]
183. Halasa, M.; Maciejewska, D.; Baskiewicz-Halasa, M.; Machalinski, B.; Safranow, K.; Stachowska, E. Oral
supplementation with bovine colostrum decreases intestinal permeability and stool concentrations of zonulin
in athletes. Nutrients 2017, 9. [CrossRef] [PubMed]
184. Liu, Z.H.; Huang, M.J.; Zhang, X.W.; Wang, L.; Huang, N.Q.; Peng, H.; Lan, P.; Peng, J.S.; Yang, Z.;
Xia, Y.; et al. The effects of perioperative probiotic treatment on serum zonulin concentration and subsequent
postoperative infectious complications after colorectal cancer surgery: A double-center and double-blind
randomized clinical trial. Am. J. Clin. Nutr. 2013, 97, 117–126. [CrossRef] [PubMed]
185. Russell, W.R.; Hoyles, L.; Flint, H.J.; Dumas, M.E. Colonic bacterial metabolites and human health.
Curr. Opin. Microbiol. 2013, 16, 246–254. [CrossRef] [PubMed]
186. Macfarlane, G.T.; Macfarlane, S. Bacteria, colonic fermentation, and gastrointestinal health. J. AOAC Int.
2012, 95, 50–60. [CrossRef] [PubMed]
187. Macfarlane, S.; Macfarlane, G.T. Regulation of short-chain fatty acid production. Proc. Nutr. Soc. 2003, 62,
67–72. [CrossRef] [PubMed]
188. De Vadder, F.; Kovatcheva-Datchary, P.; Goncalves, D.; Vinera, J.; Zitoun, C.; Duchampt, A.; Backhed, F.;
Mithieux, G. Microbiota-generated metabolites promote metabolic benefits via gut-brain neural circuits. Cell
2014, 156, 84–96. [CrossRef] [PubMed]
189. Segain, J.P.; Raingeard de la Bletiere, D.; Bourreille, A.; Leray, V.; Gervois, N.; Rosales, C.; Ferrier, L.;
Bonnet, C.; Blottiere, H.M.; Galmiche, J.P. Butyrate inhibits inflammatory responses through nfkappab
inhibition: Implications for crohn’s disease. Gut 2000, 47, 397–403. [CrossRef] [PubMed]
190. Al-Lahham, S.H.; Peppelenbosch, M.P.; Roelofsen, H.; Vonk, R.J.; Venema, K. Biological effects of propionic
acid in humans; metabolism, potential applications and underlying mechanisms. Biochim. Biophys. Acta
2010, 1801, 1175–1183. [CrossRef] [PubMed]
191. Guarner, F.; Malagelada, J.R. Gut flora in health and disease. Lancet 2003, 361, 512–519. [CrossRef]
192. Iwanaga, T.; Kishimoto, A. Cellular distributions of monocarboxylate transporters: A review. Biomed. Res.
2015, 36, 279–301. [CrossRef] [PubMed]
193. Arora, T.; Sharma, R.; Frost, G. Propionate. Anti-obesity and satiety enhancing factor? Appetite 2011, 56,
511–515. [CrossRef] [PubMed]
194. Canfora, E.E.; Jocken, J.W.; Blaak, E.E. Short-chain fatty acids in control of body weight and insulin sensitivity.
Nat. Rev. Endocrinol. 2015, 11, 577–591. [CrossRef] [PubMed]
195. Stilling, R.M.; van de Wouw, M.; Clarke, G.; Stanton, C.; Dinan, T.G.; Cryan, J.F. The neuropharmacology
of butyrate: The bread and butter of the microbiota-gut-brain axis? Neurochem. Int. 2016, 99, 110–132.
[CrossRef] [PubMed]
196. Courchesne-Loyer, A.; Croteau, E.; Castellano, C.A.; St-Pierre, V.; Hennebelle, M.; Cunnane, S.C. Inverse
relationship between brain glucose and ketone metabolism in adults during short-term moderate dietary
ketosis: A dual tracer quantitative positron emission tomography study. J. Cereb. Blood Flow Metab. 2017, 37,
2485–2493. [CrossRef] [PubMed]
197. Cunnane, S.C.; Courchesne-Loyer, A.; St-Pierre, V.; Vandenberghe, C.; Pierotti, T.; Fortier, M.; Croteau, E.;
Castellano, C.A. Can ketones compensate for deteriorating brain glucose uptake during aging? Implications
for the risk and treatment of alzheimer’s disease. Ann. N. Y. Acad. Sci. 2016, 1367, 12–20. [CrossRef]
[PubMed]
198. Saulnier, D.M.; Ringel, Y.; Heyman, M.B.; Foster, J.A.; Bercik, P.; Shulman, R.J.; Versalovic, J.; Verdu, E.F.;
Dinan, T.G.; Hecht, G.; et al. The intestinal microbiome, probiotics and prebiotics in neurogastroenterology.
Gut Microbes 2013, 4, 17–27. [CrossRef] [PubMed]
199. Lattal, K.M.; Barrett, R.M.; Wood, M.A. Systemic or intrahippocampal delivery of histone deacetylase
inhibitors facilitates fear extinction. Behav. Neurosci. 2007, 121, 1125–1131. [CrossRef] [PubMed]
200. Braniste, V.; Al-Asmakh, M.; Kowal, C.; Anuar, F.; Abbaspour, A.; Toth, M.; Korecka, A.; Bakocevic, N.;
Ng, L.G.; Kundu, P.; et al. The gut microbiota influences blood-brain barrier permeability in mice.
Sci. Transl. Med. 2014, 6, 263ra158. [CrossRef] [PubMed]
201. Muraca, M.; Putignani, L.; Fierabracci, A.; Teti, A.; Perilongo, G. Gut microbiota-derived outer membrane
vesicles: Under-recognized major players in health and disease? Discov. Med. 2015, 19, 343–348. [PubMed]
Microorganisms 2018, 6, 35 30 of 32
202. Ahmadi Badi, S.; Moshiri, A.; Fateh, A.; Rahimi Jamnani, F.; Sarshar, M.; Vaziri, F.; Siadat, S.D.
Microbiota-derived extracellular vesicles as new systemic regulators. Front. Microbiol. 2017, 8. [CrossRef]
[PubMed]
203. Yang, G.; Ge, S.; Singh, R.; Basu, S.; Shatzer, K.; Zen, M.; Liu, J.; Tu, Y.; Zhang, C.; Wei, J.; et al. Glucuronidation:
Driving factors and their impact on glucuronide disposition. Drug Metab. Rev. 2017, 49, 105–138. [CrossRef]
[PubMed]
204. Little, M.S.; Pellock, S.J.; Walton, W.G.; Tripathy, A.; Redinbo, M.R. Structural basis for the regulation of
beta-glucuronidase expression by human gut enterobacteriaceae. Proc. Natl. Acad. Sci. USA 2018, 115,
E152–E161. [CrossRef] [PubMed]
205. Pellock, S.J.; Redinbo, M.R. Glucuronides in the gut: Sugar-driven symbioses between microbe and host.
J. Biol. Chem. 2017, 292, 8569–8576. [CrossRef] [PubMed]
206. Flores, R.; Shi, J.; Fuhrman, B.; Xu, X.; Veenstra, T.D.; Gail, M.H.; Gajer, P.; Ravel, J.; Goedert, J.J. Fecal
microbial determinants of fecal and systemic estrogens and estrogen metabolites: A cross-sectional study.
J. Transl. Med. 2012, 10, 253. [CrossRef] [PubMed]
207. Marrocco, J.; McEwen, B.S. Sex in the brain: Hormones and sex differences. Dialogues Clin. Neurosci. 2016, 18,
373–383. [PubMed]
208. Patterson, E.; Cryan, J.F.; Fitzgerald, G.F.; Ross, R.P.; Dinan, T.G.; Stanton, C. Gut microbiota,
the pharmabiotics they produce and host health. Proc. Nutr. Soc. 2014, 73, 477–489. [CrossRef] [PubMed]
209. Kang, M.J.; Kim, H.G.; Kim, J.S.; Oh, D.G.; Um, Y.J.; Seo, C.S.; Han, J.W.; Cho, H.J.; Kim, G.H.; Jeong, T.C.; et al.
The effect of gut microbiota on drug metabolism. Expert Opin. Drug Metab. Toxicol. 2013, 9, 1295–1308.
[CrossRef] [PubMed]
210. Umbrello, G.; Esposito, S. Microbiota and neurologic diseases: Potential effects of probiotics. J. Transl. Med.
2016, 14, 298. [CrossRef] [PubMed]
211. Mezzelani, A.; Landini, M.; Facchiano, F.; Raggi, M.E.; Villa, L.; Molteni, M.; De Santis, B.; Brera, C.;
Caroli, A.M.; Milanesi, L.; et al. Environment, dysbiosis, immunity and sex-specific susceptibility: A
translational hypothesis for regressive autism pathogenesis. Nutr. Neurosci. 2015, 18, 145–161. [CrossRef]
[PubMed]
212. Xie, B.; Liu, Y.; Zou, H.; Son, Y.; Wang, H.; Wang, H.; Shao, J. Determination of D-glucaric acid and/or
D-glucaro-1,4-lacton in different apple varieties through hydrophilic interaction chromatography. Food Chem.
2016, 203, 1–7. [CrossRef] [PubMed]
213. Perez, J.L.; Jayaprakasha, G.K.; Yoo, K.S.; Patil, B.S. Development of a method for the quantification of
D-glucaric acid in different varieties of grapefruits by high-performance liquid chromatography and mass
spectra. J. Chromatogr. A 2008, 1190, 394–397. [CrossRef] [PubMed]
214. Nguyen, N.K.; Dong, N.T.; Nguyen, H.T.; Le, P.H. Lactic acid bacteria: Promising supplements for enhancing
the biological activities of kombucha. Springerplus 2015, 4, 91. [CrossRef] [PubMed]
215. Hanausek, M.; Walaszek, Z.; Slaga, T.J. Detoxifying cancer causing agents to prevent cancer.
Integr. Cancer Ther. 2003, 2, 139–144. [CrossRef] [PubMed]
216. Murugesan, G.S.; Sathishkumar, M.; Jayabalan, R.; Binupriya, A.R.; Swaminathan, K.; Yun, S.E.
Hepatoprotective and curative properties of kombucha tea against carbon tetrachloride-induced toxicity.
J. Microbiol. Biotechnol. 2009, 19, 397–402. [CrossRef] [PubMed]
217. Battikh, H.; Chaieb, K.; Bakhrouf, A.; Ammar, E. Antibacterial and antifungal activities of black and green
kombucha teas. J. Food Biochem. 2013, 37, 231–236. [CrossRef]
218. Bhattacharya, D.; Bhattacharya, S.; Patra, M.M.; Chakravorty, S.; Sarkar, S.; Chakraborty, W.; Koley, H.;
Gachhui, R. Antibacterial activity of polyphenolic fraction of kombucha against enteric bacterial pathogens.
Curr. Microbiol. 2016, 73, 885–896. [CrossRef] [PubMed]
219. Schmidt, K.; Cowen, P.J.; Harmer, C.J.; Tzortzis, G.; Errington, S.; Burnet, P.W. Prebiotic intake reduces the
waking cortisol response and alters emotional bias in healthy volunteers. Psychopharmacology 2015, 232,
1793–1801. [CrossRef] [PubMed]
220. Dinan, T.G.; Stanton, C.; Cryan, J.F. Psychobiotics: A novel class of psychotropic. Biol. Psychiatry 2013, 74,
720–726. [CrossRef] [PubMed]
221. Sarkar, A.; Lehto, S.M.; Harty, S.; Dinan, T.G.; Cryan, J.F.; Burnet, P.W. Psychobiotics and the manipulation of
bacteria-gut-brain signals. Trends Neurosci. 2016, 39, 763–781. [CrossRef] [PubMed]
222. Collins, S.; Reid, G. Distant site effects of ingested prebiotics. Nutrients 2016, 8. [CrossRef] [PubMed]
Microorganisms 2018, 6, 35 31 of 32
223. Giménez-Bastida, J.A.; Zielin´ski, H. Buckwheat as a functional food and its effects on health. J. Agric. Food Chem.
2015, 63, 7896–7913. [CrossRef] [PubMed]
224. Yang, X.; Darko, K.O.; Huang, Y.; He, C.; Yang, H.; He, S.; Li, J.; Li, J.; Hocher, B.; Yin, Y.; et al. Resistant
starch regulates gut microbiota: Structure, biochemistry and cell signalling. Cell. Physiol. Biochem. 2017, 42,
306–318. [CrossRef] [PubMed]
225. Jandhyala, S.M.; Talukdar, R.; Subramanyam, C.; Vuyyuru, H.; Sasikala, M.; Nageshwar Reddy, D. Role of
the normal gut microbiota. World J. Gastroenterol. 2015, 21, 8787–8803. [CrossRef] [PubMed]
226. Mohammadi, A.A.; Jazayeri, S.; Khosravi-Darani, K.; Solati, Z.; Mohammadpour, N.; Asemi, Z.; Adab, Z.;
Djalali, M.; Tehrani-Doost, M.; Hosseini, M.; et al. The effects of probiotics on mental health and
hypothalamic-pituitary-adrenal axis: A randomized, double-blind, placebo-controlled trial in petrochemical
workers. Nutr. Neurosci. 2016, 19, 387–395. [CrossRef] [PubMed]
227. Pei, R.; DiMarco, D.M.; Putt, K.K.; Martin, D.A.; Gu, Q.; Chitchumroonchokchai, C.; White, H.M.;
Scarlett, C.O.; Bruno, R.S.; Bolling, B.W. Low-fat yogurt consumption reduces biomarkers of chronic
inflammation and inhibits markers of endotoxin exposure in healthy premenopausal women: A randomised
controlled trial. Br. J. Nutr. 2017, 118, 1043–1051. [CrossRef] [PubMed]
228. Rosa, D.D.; Dias, M.M.S.; Grzeskowiak, L.M.; Reis, S.A.; Conceicao, L.L.; Peluzio, M. Milk kefir: Nutritional,
microbiological and health benefits. Nutr. Res. Rev. 2017, 30, 82–96. [CrossRef] [PubMed]
229. Prado, M.R.; Blandón, L.M.; Vandenberghe, L.P.S.; Rodrigues, C.; Castro, G.R.; Thomaz-Soccol, V.; Soccol, C.R.
Milk kefir: Composition, microbial cultures, biological activities, and related products. Front. Microbiol. 2015,
6, 1177. [CrossRef] [PubMed]
230. Yüksekdag˘, Z.N.; Beyatli, Y.; Aslim, B. Determination of some characteristics coccoid forms of lactic acid
bacteria isolated from turkish kefirs with natural probiotic. LWT Food Sci. Technol. 2004, 37, 663–667.
[CrossRef]
231. Zanirati, D.F.; Abatemarco, M., Jr.; Sandes, S.H.; Nicoli, J.R.; Nunes, A.C.; Neumann, E. Selection of lactic
acid bacteria from brazilian kefir grains for potential use as starter or probiotic cultures. Anaerobe 2015, 32,
70–76. [CrossRef] [PubMed]
232. Witthuhn, R.C.; Schoeman, T.; Britz, T.J. Characterisation of the microbial population at different stages of
kefir production and kefir grain mass cultivation. Int. Dairy J. 2005, 15, 383–389. [CrossRef]
233. Diosma, G.; Romanin, D.E.; Rey-Burusco, M.F.; Londero, A.; Garrote, G.L. Yeasts from kefir grains: Isolation,
identification, and probiotic characterization. World J. Microbiol. Biotechnol. 2014, 30, 43–53. [CrossRef]
[PubMed]
234. Carasi, P.; Racedo, S.M.; Jacquot, C.; Romanin, D.E.; Serradell, M.A.; Urdaci, M.C. Impact of kefir derived
lactobacillus kefiri on the mucosal immune response and gut microbiota. J. Immunol. Res. 2015, 2015, 361604.
[CrossRef] [PubMed]
235. Ahmed, Z.; Wang, Y.; Ahmad, A.; Khan, S.T.; Nisa, M.; Ahmad, H.; Afreen, A. Kefir and health: A
contemporary perspective. Crit. Rev. Food Sci. Nutr. 2013, 53, 422–434. [CrossRef] [PubMed]
236. Nielsen, B.; Gurakan, G.C.; Unlu, G. Kefir: A multifaceted fermented dairy product. Probiotics
Antimicrob.Proteins 2014, 6, 123–135. [CrossRef] [PubMed]
237. Guzel-Seydim, Z.B.; Kok-Tas, T.; Greene, A.K.; Seydim, A.C. Review: Functional properties of kefir. Crit. Rev.
Food Sci. Nutr. 2011, 51, 261–268. [CrossRef] [PubMed]
238. Grishina, A.; Kulikova, I.; Alieva, L.; Dodson, A.; Rowland, I.; Jin, J. Antigenotoxic effect of kefir and ayran
supernatants on fecal water-induced DNA damage in human colon cells. Nutr. Cancer 2011, 63, 73–79.
[CrossRef] [PubMed]
239. Choi, I.Y.; Lee, P.; Denney, D.R.; Spaeth, K.; Nast, O.; Ptomey, L.; Roth, A.K.; Lierman, J.A.; Sullivan, D.K.
Dairy intake is associated with brain glutathione concentration in older adults. Am. J. Clin. Nutr. 2015, 101,
287–293. [CrossRef] [PubMed]
240. Ozen, M.; Dinleyici, E.C. The history of probiotics: The untold story. Benef. Microbes 2015, 6, 159–165.
[CrossRef] [PubMed]
241. Tunick, M.H.; Van Hekken, D.L. Dairy products and health: Recent insights. J. Agric. Food Chem. 2015, 63,
9381–9388. [CrossRef] [PubMed]
242. Bau, T.R.; Garcia, S.; Ida, E.I. Optimization of a fermented soy product formulation with a kefir culture and
fiber using a simplex-centroid mixture design. Int. J. Food Sci. Nutr. 2013, 64, 929–935. [CrossRef] [PubMed]
Microorganisms 2018, 6, 35 32 of 32
243. Bau, T.R.; Garcia, S.; Ida, E.I. Changes in soymilk during fermentation with kefir culture: Oligosaccharides
hydrolysis and isoflavone aglycone production. Int. J. Food. Sci. Nutr. 2015, 66, 845–850. [CrossRef]
[PubMed]
244. Laureys, D.; De Vuyst, L. Microbial species diversity, community dynamics, and metabolite kinetics of water
kefir fermentation. Appl. Environ. Microbiol. 2014, 80, 2564–2572. [CrossRef] [PubMed]
245. Laureys, D.; De Vuyst, L. The water kefir grain inoculum determines the characteristics of the resulting water
kefir fermentation process. J. Appl. Microbiol. 2017, 122, 719–732. [CrossRef] [PubMed]
246. Gulitz, A.; Stadie, J.; Wenning, M.; Ehrmann, M.A.; Vogel, R.F. The microbial diversity of water kefir. Int. J.
Food Microbiol. 2011, 151, 284–288. [CrossRef] [PubMed]
247. Marco, M.L.; Heeney, D.; Binda, S.; Cifelli, C.J.; Cotter, P.D.; Foligne, B.; Ganzle, M.; Kort, R.; Pasin, G.;
Marco, M.L.; et al. Health benefits of fermented foods: Microbiota and beyond. Curr. Opin. Biotechnol. 2017,
44, 94–102. [CrossRef] [PubMed]
248. Leroy, F.; De Vuyst, L. Fermented food in the context of a healthy diet: How to produce novel functional
foods? Curr. Opin. Clin. Nutr. Metab. Care 2014, 17, 574–581. [CrossRef] [PubMed]
249. Barbagallo, M.; Marotta, F.; Dominguez, L.J. Oxidative stress in patients with alzheimer’s disease: Effect of
extracts of fermented papaya powder. Mediat. Inflamm. 2015, 2015, 624801. [CrossRef] [PubMed]
250. Aruoma, O.I.; Hayashi, Y.; Marotta, F.; Mantello, P.; Rachmilewitz, E.; Montagnier, L. Applications and
bioefficacy of the functional food supplement fermented papaya preparation. Toxicology 2010, 278, 6–16.
[CrossRef] [PubMed]
251. Paterson, C. Measuring outcomes in primary care: A patient generated measure, mymop, compared with
the sf-36 health survey. BMJ 1996, 312, 1016–1020. [CrossRef] [PubMed]
252. Paterson, C.; Britten, N. In pursuit of patient-centred outcomes: A qualitative evaluation of the ‘measure
yourself medical outcome profile’. J. Health Serv. Res. Policy 2000, 5, 27–36. [CrossRef] [PubMed]
253. Paterson, C. Seeking the patient’s perspective: A qualitative assessment of euroqol, coop-wonca charts and
mymop. Qual. Life Res. 2004, 13, 871–881. [CrossRef] [PubMed]
254. Price, S.; Mercer, S.W.; MacPherson, H. Practitioner empathy, patient enablement and health outcomes:
A prospective study of acupuncture patients. Patient Educ. Couns. 2006, 63, 239–245. [CrossRef] [PubMed]
255. Schork, N.J. Personalized medicine: Time for one-person trials. Nature 2015, 520, 609–611. [CrossRef]
[PubMed]
256. Toribio-Mateas, M.A.; Spector, T. Could food act as personalized medicine for chronic disease? Personal. Med.
2017, 14, 193–196. [CrossRef]
© 2018 by the author. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).
